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Waiting- 
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chemo- 
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have therefore been observed 
years Most admissions 
clinic, which at that time 
carrying no responsibility for hospital beds. 


before admission many 


and 


came 
had its 


lists were long, and 
patients had received treatment by 
therapy which would now be regarded as undesirable. 
This accounts for the presence of drug resistance in a 
significant proportion of the admissions. An element 
of selection operated because of the size of the waiting- 
list. Patients responding well to domiciliary and clinic 
care were not usually admitted to hospital : disappoint- 
ing clinical response or compelling social factors were 
often the indication for Some of the 


patients were admitted virtually moribund 


regimes of 


admission. 


A reorganization of the tuberculosis service in Edin- 
burgh was being planned in 1953 and came into effect 
As a step in this reorganiza- 
1953 remained after 


in 1954 (see Discussion) 
tion all the patients admitted in 
their discharge under the supervision of the clinicians 
responsible for their hospital care 
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clinician to whose care they had passed. There were 


five patients whose follow-up was incomplete, and these 
had been observed for periods varying from 11 to 24 
months. The remaining patients had been under obser- 
vation for three to four years. 


Bacteriology 

On least three 
were examined by smear and culture. 
unobtainable laryngeal swabs or gastric lavage speci- 
Positive cultures were submitted 
streptomycin, P.A.S.. and 


specimens of sputum 


If sputum was 


admission at 
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to tests for sensitivity to 
isoniazid. 

Positivity Ot the 
bacteriologically positive before treatment. 
ible that this percentage would have been higher had 


251 (82%) 


It is prob- 


305 admissions were 


not some patients received drugs before admission to 


hospital with less adequate preliminary bacteriological 


search. 

Drug Sensitivity At the time of admission the 
organisms of the 251 patients with positive bacteriology 
showed the following sensitivities sensitive to three 
standard drugs (streptomycin, P.A.S., and isoniazid), 
190 : resistant to one of the drugs, 30; resistant to two 
resistant to three of the drugs, 8: 
undetermined, 4. Drug resistance could be explained 
on the basis of unsatisfactory previous chemotherapy 
in all but eight patients, in whom no history of previous 
drug treatment could be elicited. It was assumed that 
a drug-resistant organism. 
the with 


of the drugs, 19: 


they had been infected by 
All of these eight patients 
positive sputum) had organisms resistant to P.A.S., and 
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(3.2 of cases 


the organisms of two were also resistant to streptomycin. 
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Moderately Advanced.—* Slight disseminated lesions 
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equivalent in both lungs. Dense and confluent lesions which may 
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Total diameter of cavities less than 4 cm.” 
more extensive than moderately 
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Only surgical measures carried out during 


nission as a patient in 1953 are included in the above 
inalysis, Eight patients were submitted to surgery following 
readmission, and five of these had not had previous surgery 


Results 
1956, 


Che progress of the 305 patients up to December 31, 
s summarized in Table II]. (The subsequent progress of 
i n a later section.) 


the patients who relapsed is discussed 
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In this table the expression “ sensitive organisms ndicates 
the patient's organisms were sensitive in hospital t 
ist two of the three standard drugs, or that organisms 

had never been cultured Resistance to one of the drugs 

did not exclude a patient from this category, as treatment by 

standard and iable combination of drugs was. still 
ossible. A patient’s organisms were held to be “ resistant’ 

f resistance was shown to be present to at least two of the 

standard drugs during his period of hospital stay The 


same definitions apply to the words “ sensitive” and “ re 
stunt ” when used later It was, of course, possible for a 
itient to pass from the ™“ sensitive ’ to the “ resistant oup 
after discharge from hospita Similarly, some patients in 
the no surgery categor had surgical treatment at 
econd admission because they had left hospital with the 
disease uncontrolled or had relapsed after discharge Table 
Il should be interpreted with these possibilities in mind 


Relapse was defined as evidence of resumed activity <¢ 


lisease after apparent quiescence had been achieved. Sucl 
dence consisted « idiological deterioration, revers 

It % tive icteriolog or the Ceveliopment ol vert mn 

if I perc OSIS 
Four of the 305 patients had not been discharged fr 
spital by the end of December, 195 \ four Nad Dee! 
imitted with far-advanced tuberculosis and resistant organ 
ns ind while the clinical condition « tw had t 

isly altered, two were undergoing gradual det ra 

mn All were deemed unfit for surge and attempts t 
it th b a1 Varict of drugs had so far proved 
cesstul 
Bacteriological State at Time of Discharge It deaths 


cc ed in hospita! and 271 patients were discharged alive 
till being in hospital Six of the survivors, sput 
ga at the time of discharge, died late om 1 
ub us cause Among the 271 living discharges there 
c patier ose sputum was still positive (2.6°.) 
O of these patients, who had undergone pneumonectomy 
had a rt sistent broncho-piecuro-cutaneous fistula vas 











1, 1958 





{OSPITAL TREATMENT 





BRITISH 39 


MEDICAL JOURNAL 


to 


OF TUBERCULOSIS 























allowed home with the acquiescence of his physician. Our’ that she had been infected with an organism primarily 
sputu ositive admissions included 187 patients who _ resistant to P.A.S. was not appreciated at the time of 
a) had drug-sensitive organisms, (/) received treatment with admission, and the chemotherapeutic combinations used 
a Satistac combination of standard drugs as described were inadequate 
t 1 (c) survived the earl) Ost imissio yeriod 
eariic ( l ed the early OSt-aadmission erioc 
: I ; Relapse 
With one single exception these patients had been rendered Rel .64 liscl ' ; 
‘lapse tollowe 118 of the 264 patie larged with 
culture-negative within six months of starting drugs; the ages canoe athe wd ede Sciaias aaah d | 
, negative sp ( ) 16 the relap ynsist fa 
exceptional case converted to the negative state during the . sputum . In ] re te _ _ , 
re deterioration of the lung condition 13 had a radiological 
vs ; extension associated with reversion to positive sputum, one 
I Pyischare Discharges iZainst wedica idy ce } 1 
> te ; had radiological extension only, and two developed a posi- 
totalled 12 (4 f discharges) and accounted for six of the gs : 
: tive sputum culture without apparent radiological change 
seven discharges with positive sputun Reference is made 
+ One patient developed overt spinal tuberculosis and one 
t ¢ bseq rogress these patients 
superficial glandular tuberculosis 
Deaths 
‘ - ‘ Factors in Relapse Rate 
X he 5 patients admitted (12 had died 
‘ he d Dec 195¢ The causes of deat! Some factors were examined which might have an in- 
. I iT fluence on relapse rate 
I il) Irregular Discharge Six patients taking their discharge 
‘ igainst advice had become sputum-negative in hospital, but 
) 1 0 two of them relapsed 
| : 4 Drug Resistance Re ce to two or more ol the thre 
standard drugs was pre at the time of relapse in four 
) N ( hi 1 
B er 1 atients (one-fourth of the patients with relapse of pu 
esophage nonary disease) [Three of these were known to have 
Leukaen 
Re esistant organisms while they were in hospital, but in one 
‘ na age resistance became apparent only after discharge. The com- 
( nep , 
( nation of P.A.S. with intermittent and not daily strepto- 
nvcin may have been resp ynsible It it is accepted that this 
Ot L se deaths w direc ittributab patient had resistant organisms at discharge despite nega 
tu as 5 died progressive tuberculosis tivit the relapse rate among sputum-negative discharges 
vithout s associated condtiot ne developed with drug resistance was 22°, (4 out of 18), as compared 
ges yne had severe sociated emphysema with 6 14 out of 240) among sensitive cases 
W 1g oid disease d one died m haemopty sis Duration of Chemotheray fable V is concerned only 
leat , | ' i+ , , 7 
x deaths indirec elated erculous disease with surviving patients whose organisms remained sensitive 
. 7 ‘ t ' — — 
ded pos pe ive deaths (three from pulmona io at least two of the standard drugs, allowing treatment 
thicier d ‘ cn rhage one death Ire 
( oO! piec with retroperitoneal haemorrhage TABLE \ S/ Incidence Relapse Among Survive Witl 
reanive , f , ) ) f lard ) 
plica f pneumoperitoneum treatment: and one Organisms Sensitive T More of Standard I 
, R 1 }) i f D and Duration of ¢ no 
n n ( n onia i patient whose therculous dis , 
hac C trolled at the cos yf extensive fibrosis 
| neg funet , 
ceU 3 Ii xt ‘ dis se 
; 4 c Durat Exte I sea e — — : 
I ct dea i LiCl LQGTTIISS! « [ la ic IV ; . Far Moderate M All 
It wil en that 9 of the 20 patients whose direct cause mee Advance Advanced e Groups 
era 
f deatt ‘ yxerculosis died within fo weeks < ’ ; : 
Mk No Re N Re \ Re No Relapses 
i SSiA apse if es apses 
: 4 4 ( 2 14 § (35-7%) 
I 2 D R n 5 4 ) < 0 12 2 (16-78%) 
628 4 0 4 0 31 2 (6°5%) 
1 l ! ( §-3 
. D D Dea 11 | ; ; 0 48 4 ‘ 
: A Tut | 6 1 4 $ 0 3 1 (14%) 
. . D All ¢ 18—2 14 0 : ) 0 0 26 0 
) 24 21 0 4 ) 2 0 37 0 
! ¢ Tota 83 P ; r 27 2 241* | 14 (5-8%) 
+ 7-2 4-6 7-4 
* The ber discharged sputum-negative with known or 
I ) Li presumed sensitive s was 240 Iwo patients discharged sputum 
oSitive had sensit isms and achieved negativity with continued 
hemotherapy as out-patients, and are included in the Table. One patient is 
omitted from the Table because he took drugs very irregularly after discharge 
, > ’ , sonab te ass nt of the duration of chemotherapy was 
At admission the rzanisms ot the CO patientS whose d no rea rably accmars © wang eat “i = n of chemotherapy wa 
rossible No relapse cases have bee < ex 
leath \ direct ittributed to tuberculosis showed the 
. ‘ > . ; mécrse > . , 
“ Sens tes Sensitive to streptomycin, P.A.S., with reliable combinations of streptomycin, P.A.S., and/or 
d izid resistant to streptomycin, P.A.S., or is isoniazid The relapse experience is shown for groups 
) a esistant to two o more of these drugs, & receiving chemotherapy for different periods Although the 
Ol 2 tients whose ¢ sms were sensitive to at igures are small there is a definite trend, with an inverse 
cast tw the standard drugs, seven were admitted in a elationship between relapse experience and duration of 
ind state nd died within a month of admission chemotherapy Five out of 14 patients receiving drugs for 
Another patient, considered to be beyond redemption, was less than three months relapsed. Among the 63 patients 
en drugs fe lv a month lwo further deaths from treated for more than 18 months no relapses occurred, and 
card ‘ d amyloid disease occurred in patients there was only one relapse among the 136 patients given 
whos berculous disease was still active at the time of drugs for more than a yea! The actual duration of chemo 
death Another death fre respiratory failure and anoxia therapy in this case was 15 months While the patients 
was the due to associated emphysema, and this receiving the longer periods of drug treatment have had 
patient had been sputum-negative for some months before 1 shorter average period of observation since drugs were 
death The twelfth patient died from progressive tubercu stopped, this would not tself explain the different re] ipSe¢ 
losis w th ms esistant to all three drugs - the fact experience 
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Ihe duration of drug treatment appears even more im- 


tant when considered in relation to the extent of disease 


Extent of Disease 


In the pre-chemotherapy era the relationship between the 
iginal extent of lung disease and the likelihood of later 
elapse was well recognized. Such a relationship was not 
nmediately apparent in a study of our drug-sensitive cases 
7.2°, of patients 
with far advanced disease, 4.6 of moderately advanced 
Also apparent from the 
is the trend towards longer periods ef drug 
reatment with more extensive disease 


Table V shows that relapse was observed in 


cases, and 7.4 of minimal cases 
table, however 

The percentage relapse rates in the final column ol 
Table V were used to calculate the number of relapses 
which would be expected in the far-advanced, moderately, 
advanced, and minimal groups if extent of disease had no 
relation to later relapse experience The “expected” re 
lapses among far advanced cases were 3.5 (actually observed 
6), among moderately advanced 6.8 (observed 6), and among 
[he calculations are con 
sistent with the hypothesis that the worse prognosis asso 
ciated with more extensive disease was masked by the use 


0 Cia vel 


minimal cases 3.8 (observed 2) 


longer periods of chemotherapy 


Major Surgery 
The part played by thoracic surgery can perhaps be best 
assessed by considering patients with sensitive and resistant 
Table I) 


organisms separately (see 


Patients with Resistant Organisms 

there were 
aths (two post-operative, one from progressive tube 
Among the 18 survivors 
three relapses 


cases not submitted to surger 


, ‘ 
Among 22 resistant cases undergoing surger 





culosis, and one from pneumonia) 
discharg 
ccurred [he 13 


ed sputum-negative, but 
resistan 
d nuch less favourable experience. Only one was dis 
charged sputum-negative, and eight have died as a result of 
heir tuberculosis 
Patients with Sensitive Organisms 
Of 100 patients with sensitive organisms receiving sur 
17 were discharged sputum-negative and on two of thes 
psed. Out of the 144 patients ne 


scharged sputun eg 


rgery In 195 ere was a waiting period tor surger 
received ‘ 


ls of chemotherap I idjust for 


Surgzica } n-su i itients and were us 
respondi! 


np ft surgically treated patients B summation it W 


Later Fate of Patients Who Relapsed 


Sevent yf th x tients who relapsed we readmitted 
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normal retirement. (Two patients, in hospital in December, 
1956, have since been discharged and are also at work at 
the time of writing.) 


Later Fate of Patients Sputum-Positive on Discharge 

The seven patients who were discharged with positive 
sputum (six of them against advice) were all given further 
treatment The six irregularly discharged patients had 
sensitive organisms while in hospital, and two achieved 
bacterial negativity and quiescence of disease without further 
treatment than chemotherapy, for which one was readmitted, 
Three patients, two of whom had developed resistant 
organisms while out of hospital (almost certainly from 
failure to take drugs as prescribed), were rendered sputum- 
negative with the aid of surgery. One patient left the district 
on discharge and was still sputum-positive eight months 
later, since when no knowledge concerning him has been 
available 

The condition of the single sputum-positive patient given 


a regular discharge has not altered 


General Assessment of Patients at December 31, 1596 
Bacteriological 

(2.2°5) were known to be 

Five of these patients 

continuous 


Six of the 269 survivors 
sputum-positive in December, 1956 
were in hospital, four having been under 
hospital treatment and one having been readmitted follow- 
ing relapse. Only one patient was at home with a known 
positive sputum 

Work Status 

A survey of 269 patients in December, 1956, gave the 

findings shown in Table VI 


Tape VI 
Fit for worl 
Working or normal retirement 243 250 (93 
Unemployed 
Unf ” 4 r ause frubercu 
At home ) il 
(4°) 
In hospita 6 
Unfit owing ilou a 8 (3°,) 


By the time of writing two of the patients in hospital in 
December, 1956, had been discharged and were at work, so 
that only 3.4”. of the surviving patients were unfit for work 


is a direct consequence of tuberculosis 


Discussion 


In the past 10 years any attempt to assess results in the 
eatment of pulmonary tuberculosis has suffered from an 
mportant difficulty A major criterion of success is the 
ibsence of relapse. so that a reasonable period of follow 


up is essential ; but at the end of such a period the original 


methods of treatment are apt to be out of date. Our assess 
nt of the results of hospital treatment of patients admitted 


n 1953 has the advantage that. though we have been able 


to follow up our patients for a minimum ol three vears 
general methods of chemotherapy have not radically 
changed during that period By 19583 Medical Research 
Council trials, and studies in our own hospitals, had estab 
lished combinations of drugs w hich prevented the emergence 
of drug-resistant tubercle bacilli in almost all patients 
provided they had not previously received unsatisfacto 
chemotherapy « been infected with resistant organisms 
We were also beginning to appreciate the advantages of 
emotherap n a prolonged basis, even though the du 
rT ft tment given to our 1953 patients was not always 
yn i would be our urrent practice 
lhe proportion of patients treated surgically in 195 AS 
hich than would now be the case in ou hospitals 
rhis can be attributed in part to the higher pres ilence ol 
stant organisms among admissions in 1953, and we 
d not t acquired as much confidence as we now possess 
he ult te results of chemotherapy unsupplemented b 
the ASI 
Deaths 
Although the overall mortality among our patients was 
sor was attributable to non-tuberculous disease ind 
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the true death rate from tuberculosis was 8.6 When post- 
operative deaths and deaths related to tuberculosis but not 
directly attributable are excluded, it is noteworthy that 
nearly half of the tuberculous deaths occurred wishin a 
month of admission—that is to say, in patients admitted 
moribund. Eight of the 20 patients dying directly from 
tuberculous disease had organisms which were resistant to 
two or more of the standard three drugs on admission. 

The main factors contributing to our tuberculous deaths 
were therefore delayed admission and drug resistance. Both 
these factors should be preventable or almost so, and we 
believe that under present conditions deaths due to progres- 
sive tuberculous disease should be few indeed. No doubt 
the pulmonary fibrosis associated with the healing of the 
tuberculous process will claim its ultimate toll of death from 
cor pulmonale, and we may also expect an occasional death 
from the acute. almost accidental, complications of lung 
tuberculosis—haemoptysis and spontaneous pneumothorax. 

Post-operative death rates have little meaning except in 
reference to the type of the patient submitted to surgery. 
Our surgical patients included a relatively large proportion 
of seriously ill cases whose outlook without surgery was 
regarded as hopeless A sixth of them had organisms 
resistant to two or more of the standard drugs. Our surgical 
colleagues deserve great credit for their willingness to come 
to our aid in the treatment of some desperately ill patients. 
In the circumstances the early post-operative mortality of 
3°, (patients and not procedures) was remarkably low. 


Relapses 


In most reports relating to the prognosis of tuberculosis 
the majority of relapses have been observed within two years 
of leaving hospital. Our relapse rate among survivors was 
7°., which compares favourably with other published reports 
but is still, we believe, unsatisfactorily high. 

Our analysis of relapses indicates the importance of drug 
esistance as a factor. When resistance to two or more of 
the standard drugs was present before apparent quiescence 
with negative sputum was obtained, relapse followed in 


> 


relapsing was 6 


of patients, while among sensitive cases the proportion 


In our patients with drug-sensitive organisms the most 
factor in reducing the risks of relapse 


The recog 


mportant single 
ippeared to be the duration of chemotherapy. 
nized relationship between relapse and extent of original 
disease was concealed by the tendency to give longer drug 
treatment to patients with more extensive disease, No 
patient receiving more than 15 months of chemotherapy 
the period of drug treatment the 
This inverse relation 
chemotherapy is 


relapsed The shorter 
greater was the likelihood of relapse 
relapse and duration of 
entirely consistent with other investigations carried out in 
Edinburgh. Ross and Kay (1956), studying patients whose 
ivities had closed under chemotherapy. did not observe 
iny relapses among patients whose drugs had been continued 
Stewart and 


her colleagues (1956), in their studies of resected lung spec! 


ship between 


for more than six months after cavity closure 


nens, found an inverse relationship between the duration of 
effective chemotherapy and the recovery of viable tubercle 


vacilli from the lung 


The Role of Surgery 


resistant cases submitted to surgery fared vastly 
Patients 


Our drug 
Dette han did our other drug-resistant patients 
who were denied surgery were. of course, more gravely ill 
\ results of surgical treatment in drug-resistant 
from 


Even so. the 
is in no doubt that drug resistance, far 


. » Lae > 
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being a contraindication to surgery as so commonly sug 
gested, constitutes in fact a compelling argument for its use 
if the patient is reasonably fit. While some of the recently 
introduced drugs are less efficient than streptomycin, P.A.S 
ind isoniazid, operative procedures can be carried out 


Successfully under their cove! 
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The place of surgery in the treatment of patients with 
sensitive organisms is less certain. Our surgical patients did 
well and only 2% relapsed. In addition to surgery, however, 
they received longer periods of chemotherapy than did the 
non-surgical patients, and we were unable to exclude the 
possibility that prolonged chemotherapy and not surgery 
per se was responsible for their favourable experience. It 
can be argued that the group of patients with sensitive 
organisms submitted to surgery were chosen because the 
clinicians regarded relapse as a probable event without its 
use, and that in consequence the low relapse rate observed 
among the surgical patients is sufficient evidence of the 
value of surgery. But we cannot be certain that the 
clinicians were correct in their judgment. Experience in the 
pre-chemotherapy era has led us to view features such as 
unclosed and blocked cavities with the utmost suspicion and 
as indications for surgical treatment, but the possibility 
exists that the use of modern drugs for prolonged periods 
may have robbed even these of their menace. The place of 
surgery needs reappraisal in the light of new developments 
Retrospective studies suffer from the inescapable element of 
selection, and the value of surgery could best be defined by 
controlled trial, with random allocation of patients to sur- 
gical and non-surgical groups when the clinicians thought 
such a course justifiable, and with both groups receiving 
similar chemotherapy on a prolonged basis. 


Resettlement of Patients 


Our patients may be considered to have done well in re- 
establishing themselves in society after discharge. In 
December, 1956, only 4% of the survivors were unfit for 
work by virtue of tuberculosis, and among those capable 
of work less than 3°, had failed to find employment. 

The tuberculosis hospital has an important part to play in 
reducing the pool of known infectors at large in the com- 
munity. As few patients as possible should be discharged in 
an infectious state. Seven of our patients (2.6°, of survivors) 
were discharged with a positive sputum, but six of them had 
taken their own discharge. Irregular discharge is obviously 
in important problem but should be less frequent under 
present conditions than it was in the past Improved 
prognosis, shorter hospital stays, and financial aid must all 
help to reduce the incidence of irregular discharge. We are 
unaware of any earlier reported hospital series with as low 
an irregular discharge rate as the 4°. observed. 

Patients discharged irregularly or with positive sputum 
remained under our clinical supervision and some were re- 
idmitted. The response to further treatment measures was 
satisfactory and at the time of follow-up only one of our 
series of patients was known to be outside hospital with a 
positive sputum, though we lacked information about 
another one who was positive but had left the district and 
was untraced 

In the patient with drug-sensitive organisms the attainment 
of sputum negativity poses little problem. Even in far- 
idvanced cases sputum conversion can confidently be ex- 
pected if a reliable and appropriate combination‘ of drugs is 
idministered (Horne and Grant, 1956). All patients meeting 
these conditions among our admissions of 1953 achieved the 
culture-negative state, and, with the exception of the patient 
who converted in the eighth month, all became negative 
within six months of starting drugs 


Current Tuberculosis Practice in Edinburgh 

Reorganization of the Edinburgh tuberculosis services in 
January, 1954, resulted in the allocation of both clinic and 
hospital duties to all consultants. The arrangements allowed 
each patient to remain under the care of the same consultant 
from entry to the register until his removal. We believe that 
the continuity of supervision thus achieved has been to the 
benefit of the patients, and there has been a more rapid 
turnover of hospital beds A hospital waiting-list of 375 
patients in March, 1954, had been all but eliminated a year 


later 








242 Fes. 1, 1958 HOSPITAL TREATMENT 
\ patient v sitive sputum is normally admitted 
Os ind re ¢ least until the sputum becomes 
ative culture Patients with negative bacteriolog\ 
d disease d heant symptoms are often treated 
Mm an out-patient | d are usually allowed to continue 
il Vv . Ve iew patient e eated at home on bed rest 
case | us untreated patients admitted to 
spital it has en ¢ ctice tor some time to initiate 
eatment three standard drugs. It is known that 
il pe proportion of new tuberculous cases 
e been infected with tubercle bacilli resistant to one of 
ema ugs (Thomas 1954; Fox et al., 1957). The 
de ith < s resistant to two drugs s nucn 
sn ¢ \ two-drug regime involves the risk of losing the 
enef 1 second drug should it be combined with a drug 
( hich the patients organisms are already resistant The 
danger « educing s ce 1S not completely circumvented 
the use of a tri dl egime, but on balance there ¢ 
vant S in its use 
Patients under 40 age receive streptomyc 
1 single injection daily, together with sodium P.A.S. § ¢ d 
soniazid 100 mg., both given twice daily by moutl it 
sens! tests on | eatment cultures are satisfactory 
respe t all three drugs, either P.A.S. or streptomycin is 
withdrawn. Our st lards of drug sensitivity are high, and 
] ee of resist e above the threshold of experimenta 
€ considered potential clinical significance. Solid 
d e used f ¢ tivity tests (Stewart, 1955) 
Bec Sc I sed sk of vestibu disturbance 
s over 4U ye is e not given streptomyc 
} { as C es eekly in combinat t 
P.A.S. and is d. Wi he p nt is discharged fron 
spit treat ontinued with P.A.S. and 
s izid because of the inconvenience of giving strept 
cH ctions a « cil basis The P.A.S d 
1 are give same doses before the f 
ft cac Ss containing th drugs, so that the patier t 
ke one drug witl ther 
We are wa tin o drugs cla ed the 
n Te ers ec e substitutes for the standard 
lrugs and advocated of lower toxicity. We believe 
tnat suc Irugs § cd be used routinely nt tne 
ive Dec show i duce adequate 700d Or urine levels 
the active components The drug claimed to posse 
ew action sh 1 be submitted to a carefu conducted 
1a ye! ¢ t 3S cepted r routine 1Se€ 
Even the moni ‘ eceives uninterrupted chem 
erapy for least i In general « practice is to giv 
lrugs for at least ear after sputum conversion, cavit 
osure, or operation, whichever is the latest. Severe cases 
r patients itt ! pen cavities, are treated fo 
east twe ye s 
Patients admitted desperately ill in grave danger of ear 
death e treated with corticosteroids in addition to chemo 
herap Subjective provement is more rapid and surv 
f the patient may be obtained until the effect of the chemo 
erapeutic drugs pparent. The place of corticosteroids 
utine treatment |! n recently assessed (Researcl 
Committee f Tuberc sis Society of Scotland 1957 
( ticoste id d t. of course ilways be covered 
he therap vhich the patient bacilli are sensitiv 
Mild c . tr Mu e sputum tft ted at w k withor 
pital ssio u eceive P.A.S. and niazid ir 
bined cachet ft [he vital importanc f takir 
i ral ind t prescribed < ige explain 
patient ceiving tment out of hospital 
t n occ nal bitter exy ence has taught us 1 
ivs t ‘ tient’s veracit ind it is wise to chec 
tl P.A.S ! ne to tir (Simpson, 1956) 
Artificial pr ( x | been abandoned, and the p 
fr % t utine treatment 1s under c 
t. Cavit vi fail to close on chemotherapy are usuall 
| t with | é t if this entails a significant operat 
t the patient with chemotherap 
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Some of the excellent results in such patients have 
reported (Douglas and Horne, 1956) We 
ft lesions without overt cavita- 


iione, 
already been 
seldom recommend resection « 
tion unless we suspect that the patient will fail to co-operate 
idequately in a prolonged chemotherapy programme after 
Potally destroyed lungs, extensive 


discharge basal tuber 
culous bronchiectasis. and narrow stricture of a lower-lobe 
d as definite indications for resectior It 


has its largest part to play in the 


oncnus We re 


so 


opinion that surgery 
producing organisms rendered 
esistant by previous unsatisfactory chemotherapy. In these 
if “salvage “ chemotherapy have to 

the object of making the patient 


cations 


eatment of patients who a 


| ents various forms ¢ 


be employed, mainly wit! 
ind preventing post-operative comp 
1954: Murdoch and Stewart 


ft lo pel ition 
Crofton, 1955 ; Stewart ef « 
1956 ; Stewart ef « 1957) 

re sufficient 


ow available a 





We consider that the weapons 
command recovery in near! ll newlv diagnosed cases of 


oO 


pulmonary tuberculosis. One hundred per cent. success is 
not an unreasonable target. Failure can almost always be 
traced to errors committed by the doctor or by the patient, 


the doctor failing to prescribe reliable combinations of drugs 


or the patient failing is prescribed. It 


to take his drugs 
should not be accepted with complacenc ind its explana 


tion should be assiduous 


Summary 


[he types of treatment given to 305 patients with 
pulmonary tuberculosis admitted in 1953 to the Edin- 


burgh tuberculosis hospitals are described and _ the 

esults achieved are assessed up to December, 195¢ 
The death rate from tuberculosis was 8.6 Drug 
moribund state accounted 


resistance and admission in a 
or most of the tuberculosis deaths in this series \s 


these are largely preventable, deaths from progressive 
tuberculosis should be rare 

Of the survivors relapsed during the period under 
vy. Important factors in determining relapse were 
resistance and the duration of chemotherapy 


revie 
drug 
There have been no relapses among 63 patients with 
sensitive organisms receiving more than eighteer 


nonths’ chemotherapy 
[he condition of the patients in December, 1950, 1s 
eference to their employment 


Only 4 


tuberculosis. 


described with particular 


status and infectiousness of survivors were 


unfit for work by virtue 


Our current practice in the treatment of pulmonary 


iperculosis is Summar©ized 


The work here reported would been impossible withou 

' 

killed help of numerous colleagues. In particular we should 

like to thank our surgical colleagu Messrs. A. Logan, J. D 
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PREDNISOLONE COMPARED WITH 
CORTISONE IN TREATMENT OF 
CHILDREN WITH CHRONIC 

ASTHMA 
BY 
D. C. THURSBY-PELHAM, M.R.C.P., 


Paediatrician, North Staffordshire 


D.C.H. 
Royal 


dil 


( 


Infirma Stoke-on-Trent 
AND 
M. C. S. KENNEDY, M.R.C.S., L.R.C.P. 
Vedical Research Council Staff; Clinical Assistant in 
Respiratory Physiology, Stoke-on-Trent 


In a previous investigation (Kennedy and Thursby- 
Pelham, 1956) we reported the effect of oral cortisone 
on the ventilatory function of children with chronic 
asthma. We have now completed a similar investigation 
using prednisolone, and the relative efficacy of the two 
drugs can be compared 

In the previous investigation 12 children who had 
isthma associated with poor ventilatory function were 
Che etfects 
function of each child were com- 


given a trial course of cortisone by mouth 


on the ventilatory 


pared with those obtained with a similar course of 


placeDdo tabiels 


who had a trial course of cortisone six to nine months 


In the present investigation 12 children 


previously were given a similar course of prednisolone, 


yne-fifth of the dose of cortisone, and the results 





vo treatment regimes are presented 


Present Investigation 


C/ Studied Ih 12 children selected from. the 
thi clinic treatment with prednisolone had all had 
C ed trial on cortisone. Six of these (Cases 37, 11 
6, 23, 44. and 62) were reported our previous communi 
catio ind a further six had a similar trial at a later date 
O those children who could attend the clinic twice week! 
1d ow would co-operat the breathing tests were 
selected. There were 106 ind 2 girls, whose ages ranged 
Irom ¥ t 1S vears All had been under observation for 
ot less 1 six months and had been found to have im 





ed ventilatory functi stween their acute attacks and 
when f ym sympt Table I briefly summarizes the 
La ‘S 
Vet {ssessment As the previous investigation 
We have isured the expirator, flow rate over the first 0.75 
I f « Studied (At the B 
/ n) 
Se D i Ay Hi Pred 
a I Fyne e 
) ‘ \ i \ Othe ~ 
y \ 4 A 
M We None Alle 74 
logica 
\ I t « 65 
7 M 4 None Allerg 44 
‘ I € Alle S| 
4 M M Eczema A Ile 49 
i le c 
M Eczema 72 
M f 6a None 65 
M 6-9 a yi Eezema Allers 59 
c er te 
M Mi N 4 
44 ' >_3 I i A lle 7 
\ I 2 lay-fever 88 
M None Allergic 50 
fect 
Meas - F.R 
. . - 100 
Predict E.F.m.” 
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second of expiration (E.F.R.*°) as described by Kennedy 
(1953). This measure is an index of the maximum ventila- 
tory capacity at the theoretical breathing rate of 40 breaths 
a minute. All the children attended the clinic twice weekly, 
and at each attendance the E.F.R.*° was measured with a 
spirometer before and after a five-minute inhalation of 
adrenaline (1 in 1,000). 
Treatment Regime 

Cortisone Trial.-Each course consisted of 100 tablets 
The cortisone tablets were 25 mg. each, and the placebo 
tablets, which were indistinguishable from the cortisone, 
consisted of lactose with a trace of quinine, Dosage : five 
cases (Nos. 5, 78, 20. 43, and 25) received 75 mg. of corti- 
sone daily for two weeks, followed by 62.5 mg. daily in 
divided doses for the rest of the course Seven cases 
(Nos. 80, 31, 26, 23, 44, 62, and 37) received 75 mg. daily 
for two or three weeks and then 50 mg. daily in divided 
doses for the rest of the course 

Prednisolone Trial 
tablets. All the above cases had a course lasting six weeks. 
For the first three weeks the dose was 15 mg. of predniso- 
lone daily (S mg. t.d.s.), and for the remaining three weeks 
75 mg 


Prednisolone was prescribed as 5-mg 


the dose was reduced to 10 mg. daily (5 mg. b.d.). 
of cortisone daily or 15 mg, of prednisolone daily are here- 

to as full dosage, as no higher doses were 
62.5 mg. and 50 mg. of cortisone and 


after referred 
used in these trials. 


10 mg. of prednisolone are referred to as reduced dosage 

The courses of cortisone were preceded or followed by 
a course of placebo in a blind trial. The results showed 
variable amounts of improvement on cortisone, and it was 


noteworthy that none showed a better response to placebo, 
As the effects of suggestion were ruled out by this means, 
the course of placebo was not repeated in the prednisolone 
trial, which was compared with the readings obtained during 
the preceding two months, when the patients received no 
treatment except the adrenaline inhalations associated with 
the routine tests 
Symptomatic Results 

prednisolone therapy 
were similar to those produced by cortisone. During both 
trials all the children except two had a marked increase 
These two cases failed to gain 


Ihe general effects produced by 


mn appetite and weight 

weight while taking either prednisolone or cortisone, The 

rest showed weight increases of 2 to 10 Ib. (0.9 to 4.5 kg.) 

on cortisone and 2 to 12 lb. (0.9 to 5.4 kg.) on prednisolone. 

The mean weight gain in both trials was 4 Ib. (1.8 kg.). Both 

steroids produced a general increase in well-being and energy 
all the cases. 

Salt was not restricted during the prednisolone trial. The 
knowledge that sodium retention was unlikely to be pro- 
prednisolone encouraged us to continue the higher 
a longer period than with cortisone, though 
in fact neither hypertension was observed 
during either Most of the 12 children 
studied were free from asthmatic symptoms, such as wheez- 
ng and coughing, while on full doses, though about half 
had symptoms while on reduced doses On prednisolone, 
child had asthmatic symptoms, 


duced by 
] ' 

dose level for 

oedema not 


reatment regime 


15 mg. daily, only one 


TA Il 
No. of Children Free ot 
No Asthmatic Symptoms 
Iria ] 
On Fu On Reducec 
Dosage Dosage 
Cortisone trial i2 9 7 
*rednisolone tria 12 11 ¢ 
N.B Same 12 children both cortisone and prednisolone trials 


whereas three had some symptoms recorded while on the 
75 mg. daily. The number of 
children who were free of asthmatic symptoms during treat- 


equivalent dose of cortisone, 


ment with cortisone and with prednisolone are shown in 


lable Ul 
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Ventilatory Function Before and After Treatment rasLe V.—Percentage Change in the Mean E.F.R.“ Values of 12 


Children 
Overall Response of Individuals 





( tisone Tria Prednisolone Trial 
The mean E.F.R ilues of the individual children re — 
ded during the adn stration of placebo tablets and the Cortisone Pred Pre 
\ iline | ¢ one and a o 
lues recorded during treatment with cortisone are Adrenaline solone Adre ‘ 
ed in Table Ill Similarly, in Table IV, the mean 
, : 4 |} 38 l¢ 3] 
ies Obtained d g treatment with prednisolone are Nil-20 Ni 67 75 429 11-64°..) (33 
pared with those obtained during a control period 
difference between the control or placebo E.F.R.“ valuc 
d the mean E.F.R during treatment has been expressed : 
ar e} a . in me . Group Response Related to Time and Dose 
iS a perce ¢ ¢ 1 value to provide a measure 
yf the response to the drug under tria Tables IIT and IV Fig. | shows the mean E.F.R.“ values of nine childrer 
w the respons lividual children to adrenaline and who had comparative data at weekly intervals, first during 
C sone or pred e, and also the combined effect of treatment with cortisone and later with prednisolone The 
idrenaline and the ste d under tria On comparing the baseline values for the two trials have been taken from the 
ts of cortisone and prednisolone, we found that tw iverage reading during the respective control periods The 
the 12 childre Cases 5 and 25) responded better (b ire not the same in the two trials because the prednisolone 
re) t sone, whereas 7 (Cases 80, 20. 43 trial was carried out six to nine months after the cortisone 
62. 44, and 4¢ esponded better to prednisolone The trial. when the children were older and larger. For the same 
idrenaline response is uch the same in the two trials eason the predicted normal E.F.R value differs in the 
whether given alone n addition to either cortisone two trials. The predicted normal E.F.R values are calcu 
ednisolone ited from the height and age. using the tollowing tormula 


Overall Response of Group Kennec Thursby-Pelham, and Oldham, 1957) 
The mea vera esponse of the 12 children to rtison The predicted E.F.R (1. /min.)=3.23 x X,+2.41 = X 135 


1d prednisolone, as judged by the E.F.R.*° results. has been where X: ~height in inches 
xtracted from Tables III and IV and is given in Table \ X2= age in years 
The duration the equivalent dose levels of cortisone and The absolute values of the E.F.R given in Fig. | shows 
ednisolone varied slight namely. the cortisone dose was that the group achieves its highest response to full doses 
ill educed after tw veeks, whereas prednisolone was f cortisone and prednisolone during the second and third 
educed afte three weeks This might account for the veeks of treatment (cortisone was not administered to the 
iter overal esponse to prednisolone A more valid hole group during the third week) When the dose is 
parison i ide when the ffects were compared at duced the response wanes, and two wecks after the cessa- 
efinite time int ils t of cortisone and prednisolone treatment the absolute 
Taste Ill ] eci ren Ver itory Insufficiency. E.F.R Values, Before and After Adrenaline Inhalation 
; iD P Tr ment th P j nd th Cortison 
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whole does not reach the predicted normal value during 
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the group were almost back to their one to two weeks post-treatment period, whereas the 
pretreatment or baseline level. Although the group as a_ adrenaline response was reduced to less than the pretreat- 


ment level during the first week on prednisolone and the 


treatment, it is shown below that a number of individuals first two weeks on cortisone. During the remaining weekly 


achieved their predicted normal values at the height of theit 


response 








periods on treatment the adrenaline response was enhanced. 


In Fig. 2 the response of the same nine children to the 


























































































































The group response to aerosol adrenaline was interesting 
the highest response in both trials occurred during the centage increase in the } 
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Fic. 2.,—Response t« 





















































ortisone and prednisolone before and after adrenaline inhalations 


two drugs is compared by expressing the results as a per 


F.R.*° over a baseline value. On 
the whole, the results are remark- 
ably similar. It appears that pred- 
nisolone is more effective during 
the first week, whereas cortisone 
is more effective during the second 
week Prednisolone showed a 
further response in the third week 
on full dosage, but there were no 
comparable data for cortisone 


Individual Response Related to Time 
and Dose 

Fig. 3 shows the E.F.R.*° values 
recorded over the period of two 
vears in Case 78. The vertical line 
above each reading plotted on the 
graph represents the increase in 
E.F.R after adrenaline inhala- 
tions. The response of oral corti 
sone and oral prednisolone is de 
monstrated. A course of long 
acting corticotrophin Z, 40 units 
intramuscularly three times weekly, 
is shown for comparison 

It will be seen that the E.F.R.* 
in Fig. 3 approaches the predicted 
normal for a boy of the same 
height and age only when he is on 
cortisone, prednisolone, or cortico 
trophin. The first course of corti- 
sone (October, 1955) produced a 
good response, and his E.F.R.* 
rose almost to his predicted nor 
mal value. The second course of 
cortisone (January and February, 
1956), which was started as a lower 
dose, was not so effective. It is 
interesting to see that the response 
to long-acting corticotrophin is 
very similar in time and magni- 
tude to prednisolone, 

From a study of the individual 
graphs of the 12 children it was 
seen that with the doses used the 
E.F.R.*° rose to a peak after two 
to three weeks of treatment. The 
rise Was quicker with prednisolone 
than with cortisone. The peak re- 
sponse of half the children (Cases 
86, 5, 78. 25, 23, and 26) rose to 
within 5°, of their predicted nor- 
mal E.F.R.*° values at some time 
during treatment in one or both 
trials 

Table I shows their assessment 
without treatment. where the mean 
E.F.R values have been ex- 
pressed as a percentage of the pre 
dicted normal to provide an index 
of abnormality. All these children 
with chronic asthma had an im- 
paired ventilatory capacity 


Discussion 
We have found that the E.F.R.‘ 
provides a valuable method of fol- 
lowing the progress of patients with 
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oor ventilate function due to chronic asthma. In this cortisone and _ prednisolone Individuals who responded 
vestigation we have found it useful for assessing the value usually showed a peak response by the second or third 
different doses of cortisone and prednisolone week. The response was rather quicker with prednisolone 
In evaluatit the results of this investigation, certain Each group had routine E.F.R.*° readings recorded twice 
ivoidable difficulties and variables should be kept in weekly, and the results for each individual were plotted on 
Although each child has a reduced ventilator separate graphs. Analysis of these 12 graphs showed that 
the full-dosage response was main- 
“a. ' —— Sa Tway. 1 ~ 7 a Tsar 7 = SC tained in seven cases on predniso- 
955 one and in four cases on cortisone 
FER | when the dose was reduced. In the 
~ 4 _—_— 4 emainder, the effect waned as soon 
L ve Hesoaggeees maa oo: ~ 1 a dt as the dose was reduced Within 
atiedieeima I 1 Tek a week of withdrawing either corti 
r . a i k A > \ sone or prednisolone, the ventila 
s 7 . aT T s | 8 1 tory capacity ol most ol the 
4 I PT I s i ‘ - a i I i z : a at a 5 be a" ; D | 5 children deteriorated a ruptly, 
. é F ° These findings suggest that 75 mg 
y in > . ‘ . i sme f nredr 
i f x of cortisone or I5 mg. ol pred so 
2 ‘ lone is a satisfactory daily dose in 
L - _ _ oof ™ improving the ventilatory capacity 
qu . ATMENT on of children with chronic asthma 
In many cases these are the mit 
a T oueaeen T | rn | = SE oon eh —an77) ~XmMum doses which will maintai 
956 tit -— & ams | the ventilatory capacity at a ne 
| PREDICTED NORMAL WE = hil i A if 1957} normal level 
—— ore or . } 
eee ss ‘7 TAL eats . 1 A 7** In the recent Medical Research 
EFR Ex I ,7e rs y e Council (1956) trial of the effect of 
» | . a = yA LST TT Tr. cortisone acetate in chronic asthma 
rr 1 ive > is \| 2 the subjects were for the most part 
Rf NA le’ BAT AD } ] . adults who received variable doses 
rey _ \ ~ " : . i ifter an initial loading dose The 
. : ° disappointing results may well have 
b t : , . been due to the maintenance dose 
pre being too low We agree with 
ma ¢ =m T ' oe Savidge and Brockbank (1954) that 
} a — ] inate : many cases that do not respond to 
"EACH TAB © 25 MG cach Tabs 5 MG cortisone may do so on bigge 


doses 
40 
FFR After Adrenaline Favourable reports have yee! 


ccop40 made on the treatment of asthma 
crR Before Adrenaline . 


~~ 
(D 
~< 


with prednisolone and prednisone 
j ( 78. Grar f E.F.R dings du 1955 56, and tl inning of 195 such as Arbesman and Ehrenreic 


(1955) and Barach er al 1955) 
vac eve wi free n s ptoms, many control Ihe latter measured the effect of these steroids on the ventila 
eading ire quired t form an adequate baseline in a tory capacit we were also interested to note that they found 
ch sease whic s in severity from day to da that prednisone gave a quicker response than cortisone 
A issessment {ti everity of the c ympla nt in each ch Id yecause we observed that this was ilso true wit! predt 
car C ide quantitatively by relating the baseline solone The British Medical Journal (1957) reviewed the 
e with the predicted normal value for the individual evidence on the activity of prednisone and prednisolone 
From these tw ilues one can also estimate theoretically the ind concluded that the anti-inflammatory and antirheumatic 
iximal possible response to treatment effect of these new steroids is about equal to that « 
In this paper the therapeutic effects of cortisone and cortisone, but that weight for weight these new compounds 
dnisolone are c nared The cortisone trial was carried ire tour to five times more active From the findings 
y+ 24 weeks before the prednis ne » make a V ilid eported here it would appea that the same veneralization 
C yarison. there the response to cortisone and t holds good for the anti-asthmatic effect of these drugs 
inisolone had t ye assessed using baselines and pre ind that weight for weight prednisolone is at least five 
licted normal values reterable to each course of treatment times n e active than cortisone 
| ssessing the results it should also be remembered that The effect of the adrenaline inhalations du ¢ ils 
prednisolone was \ n full doses for a nger time than vith cortisone and prednisolone was interesting In ou 
cortisor evious communication (Kennedy and Thursby-Pelham, 
The data are open to various methods of analysis. Or 1956) we observed that the effect of cortisone and adrenaline 
PF pons f the group and of was additive when the overall group figures were examined 
ndividua to courses f treatment with cortisor and his observation is confirmed in the present report both f 
inis t t ti rathe C ide rT ot analysis telis one cortisone and fe pred solone From a nore detatied 
t n relation to time and dose study of these results it is seen (Fig, 2) that the response to 
Thu irth i! the group and individuals have idrenaline was reduced during the first and second weeks 
aide which take t e variables into account n full dosage, but was enhanced after the third week fron 
Both cortisor ind prednisolone suppress asthmatic starting treatment when the doses of both drugs had beer 
nt s effect ost cases, and there is little to reduced This increased adrenaline response was most 
tween t n this respect. However, in the 12 marked in the week or two after cortisone or prednisolone 
i tudied predr ne rendered two more. cases id been withdrawn. We feel that further study is required 
e than did cortisone on full dosage Pred to explain why, with cortisone and prednisolone therapy 
e | the advantag f not causing salt retention and the sensitivit to idrenaline is at first inhibited and later 


i \ tilat capacit is greali mp! ved b both enhance 
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Summary 


Twelve children with chronic asthma were given a 
trial course of cortisone and later a trial course olf 
prednisolone, and the results are compared. 


The expiratory flow rate (E.F.R.'") was used to assess 
the cases and to measure the response to treatment. 

[he general effects and relief of symptoms produced 
by the two drugs were similar, rather more children 
being rendered symptom-free by prednisolone than by 
cortisone, on a given dosage 

Seven cases responded better to prednisolone. and two 
cases responded better to cortisone. The results show 
that 15 mg. of prednisolone and 75 mg. of cortisone 
produced a similar satisfactory etfect, and on this dosage 
a peak response was generally observed after two to 
three weeks. When the dose was reduced, the response 
usually waned 

The response to adrenaline is at first inhibited and 
later enhanced during either cortisone or prednisolone 
ther ip\ 

We acknowledge with thanks the work of Mr. J. Booth, 
§.R.N., and Mr. L. Drury in the asthma clinic and for technical 
assistance. We are also grateful to Dr. A. J. McCall, of the 
North Staffordshire Royal Infirmary, for laboratory assistance 
nd to Mr. N. K. Harrison. of the photographic department 
S%. Bartholomew's Hospital 
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USE OF PRESSOR AGENTS IN SHOCK 
IN MYOCARDIAL INFARCTION 


BY 


OLIVER GARAIT, M.R.C.P. 


ANI 
K. SHIRLEY SMITH, M.D., F.R.C.P. 
Fy ( Department. Charing Cross Hospital 
Lor 
The ortality from cardia infarctior substantially 
reduced in recent years by the widespread use of anti- 


coagulants, may be capable of still further reduction 
There are many patients who develop. at the onset of 
the attack, a state of shock with low blood pressure 
This may be so brief that it has almost passed by the 
time medical attention is obtained, but when persistent 


Or worsening has long been recognized as of serious 


significance [he onset of shock may be delayed for 
some days, but it is nevertheless of ill omen. When 
this condition complicates cardiac infarction the 
mortality rises to about 80 (Selzer, 1952 : Gootnick 


ind Knox. 1953: Fink, d’Angio. and Biloon, 1953: 
Griffith ef a 1954) 

Attempts to relieve shock and raise the blood pressure 
have commonly been unsuccessful. and the wisdom of 
Thus plasma and 


blood transfusions have been ineffective owing to over- 


such attempts has been questioned 


loading of the circulation and they are now rarely used. 
The place of digitalis is undecided, although good results 
have been reported by Gorlin and Robin (1955). Vaso- 
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pressor drugs used by many investigators have usually 
been such substances as sympathomimetic amines ot 
their derivatives, including adrenaline, ephedrine, and 
* paredrine all of them produce undesirable effects 
on the heart itself, such as tachycardia and an increase 
in the cardiac output and the work of the heart. 

[he use of pressor agents depends on the assumption 
that the peripheral vasoconstriction that occurs in the 
state of shock does not produce a sufficient increase in 
peripheral resistance. It has been thought that if this 
peripheral resistance could be further increased a rise 
of blood pressure would follow and bring about 
improved circulation to the heart and brain. However, 
an increase in peripheral resistance alone is not enough 
to raise the blood pressure; the force of the cardiac 
contraction itself must be increased in response to the 
increase in peripheral resistance. It has been found 
that certain newer amines may possess just such a 
beneficial direct action on the myocardium. In this 
paper the results of the use of certain pressor agents 
in 25 consecutive patients with shock in myocardial 
infarction are described 


Pressor Agents 

Iwo compounds have been used in the treatment of these 
patients They are t-noradrenaline (“levophed”) and 
mephentermine sulphate (“ mephine ™*). The properties and 
pharmacological and therapeutic effects of these prepara- 
tions may be outlined as follows 

L-Noradrenaline, the most powerful pressor and general 
vasoconstrictor agent Known, differs from adrenaline in its 
effects upon the cardiovascular system in some important 
respects Unlike adrenaline, t-noradrenaline does not 
increase the rate or output of the heart. Whereas the total 
oxygen consumption is raised by 20-30 by adrenaline. 
it is Virtually unaltered by L-noradrenaline. Adrenaline, by 
its direct effect on the heart, causes a rise in systolic 
pressure, while the diastolic pressure may fall as a result of 
the vasodilatation in the large vascular bed of the muscles 
L-Noradrenaline, on the other hand, being an _ overall 
vasoconstrictor, increases both the systolic and the diastolic 
pressure In experiments on dogs Sayen et al. (1952) 
demonstrated that the rise in oxygen tension in the ischaemic 
zone produced by L-noradrenaline infusion was greater than 
that caused by inhalation of pure oxygen. Both L-nor- 
adrenaline and adrenaline dilate coronary vessels (Burn and 
Hutcheson, 1949). The pharmacology of L-noradrenaline 
has been fully reported by von Euler (1955). In fully 
trained dogs Gazes ef al. (1953) found that L-noradrenaline 
increased the contractile force of the heart whereas 


phenylephrine produced largely pressor effects. They also 
found that L-noradrenaline gave better results than phenyl- 
ephrine hydrochloride (“ neosynephine) when used to 


combat shock in patients after myocardial infarction. 

Mephentermine sulphate has little or no direct action on 
the heart muscle and causes no alteration in the heart rate 
or changes in the electrocardiogram. Although the blood 
pressure rises OWing to an increase in peripheral resistance 
cardiac output is not significantly altered. In animal experi 
ments (Hellerstein et al., 1952) in which rotameters within 
the lumen of the vessels were used it was shown that 
coronary flow increased as the blood pressure rose; the 
work of the heart increased very slightly, but the cardiac 
output remained unchanged. If injections were made at too 
short intervals the response decreased. Mephentermine is 
metabolized rapidly and there is no danger of cumulative 
action The intravenous dosage varies from 10 to 30 mg 
and intramuscularly up to 70 mg.. while 15 to 30 mg. can 
be given at half-hour intervals if necessary 


Method of Use of Pressor Agents 
The indication for the use of either of these preparations 
was simply the existence of shock. While the usual well- 
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known clinical features of prostration, pallor, sweating 
vomiting, coldness the extremities, and a small thready 
pulse (not necessarily quick) were present in varying degrees 
n different cases. the paramount feature of low blood 

ssure was the one determining the use of L-nor 
idrenaline or mephentermine If the blood pressure fell 
below 90 mm. Hg and remained so, particularly if the other 
signs were impressive, these substances were at once em 
ployed. Circumstances particularly calling for their use were 
bnormalities of ythm, especially persisting tachycardia 
uricular fibrillation. or bradycardia 

If shock was dged to be severe, and if the existing 


t 


tacilities allowed noradrenaline was chosen t was 


dministered in § dextrose or dextrose-saline and not in 
normal saline, in which it is unstable and deteriorates 
ipidly It has been reported by West (1952) that the 


iddition of ascorbic 


icid to the drip is a further protection 


igainst breakdown of the L-noradrenaline, but this sub 
stance has not been added to the drip given to any of the 
patients in the present series Although skin necrosis did 
not occur in any of our patients who received L-noradrena 
line, it has been reported (Humphreys er al., 1955). and 
watch should be kept for a pallor around the vein which 
would necessitate transferring the drip to an alternative 
An initial concentration of 4 mg. per litre is advised. The 
drip rate should be adjusted to 60-70 a minute at the start 
ind then doubled after 5 minutes if the blood pressure has 
not risen by then. The aim should be to maintain a systolic 
pressure of 100-110 mm. Hg (not more), and the rate of 


idministration of L-noradrenaline should be increased every 
: 
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All recovered. The last two 
e use of mephentermine and L-nor- 


Cases 


these patients died in spite of initial response 


Case 1: Severe Posterior Cardiac Infarction with Left Bundle- 
branch Block and Profound Shock Treated by 1t-Noradren- 
aline Infusion with Recovery 


A man aged 49 had 
on March 19, 1954, wi 


ind other evidence of shock 


ind the heart 
the pulse bein 


present 
minute, 
pericarditis were prese 


The 


recordable card 
with left 


Administration 


ot 


venously brought no re 


ot intravenous intusi 


a third attack of cardiac infarction 
th severe retrosternal pain, vomiting, 
Jugular venous congestion was 

was completely irregular at 150 a 
g feeble. Cardiac enlargement and 
nt and the blood pressure was not 


iogram showed posterior infarction 


bundle-branch block 


aminophylline and digoxin  intra- 
sult, but within an hour of the start 


ym of L-noradrenaline the systolic 


pressure rose to 120 while at the same time the rhythm 
became regular at 70 minute (Fig. 1). Infusion of 
i-noradrenaline was continued for 11 hours in all, and 
thereafter the blood pressure was maintained steadily at 
120 80. An uneventful recovery ensued 

Case 2: Septal Infarction Following Anterior Infarction a 
Year Earlier. Moderate Grade of Shock and Transient 
A-V Block. Pressor Response to t-Noradrenaline Followed 


\ fishmonger aged 62 


ment on the night of Ay 


He was conscious and 





by Recovery 
was brought to the casualty depart- 
oril 30, 1954, after a syncopal attack 
complained only of epigastric 


dis- 

















five minutes, o ilternatively, the concentration doubled comfort There was no cyanosis, dyspnoea, or sweating 
until a satisfactory response occurs. Unremitting attention The apex beat was not palpable The heart sounds were 
s required both for recording the blood pressure at intervals faint and the blood pressure was 75/50 After an hour « 
equi t C g | : 
of two to five minutes and for the frequent adjustments of two the pulse had fallen to 38 a minute and the blood 
ite of administration that require to be 
made in the light of the blood-pressure Drops per 
esponses Cessatior of the nor idrenaline minute 
drip should be slow and cautious 30;-——4 
Vephentermine is suitably emploved for Average number of drops per minute — but rate 
hock of less severe degree when facili 20h, requiated from time to time to maintain blood 
P t | ect. 
for intravenous infusions do not exist be pressure at 120 systolic 
t WA 
Its administration is much simpler, usually 1ok 
by intramuscular injections of 15-30 g 2ec. L NeA . 
The intravenous route can be used wher 0 NY AAA A{Q oes. b NOR ADRENALINE } 
nore rapid response 1s desired, the injectior > 
being given slowly from a svringe, taking “s TOTAL mgm 
one or two minutes If the blood pressure e~ | 
. > | 
fails to rise within five minutes a furthe eS) ~ 
15-30 mg. ma be administered in the same a & 
manne As an alternative, 30 mg. may be wy | e } 
idded to 500 . oa glucose and giver 4c = a) 
by intravenous drip, the ite being then > > | 
. t=zz} Ss 
iltered t aint the desired response In =a x 
tior t fap zent all « ors 21 SYSTOLIC 
iddi ion 0 he S Ol 1 esso gen il > ‘ 
] } ib ) " x j es © 
or” } ) tients we ¢ te \ nt LU) vu | 
SNOCK pa r c : CSB 
nt frapy in th onventional mann . Q« 
ng with hep ind phenindione and OC v ’ 
uing with the tte lo ~ 
Of the 25 ses of cardial infarc DIASTOLIC ,_ 
plicated by shock which fo the basi 3 ; 
th p er ¢ mun tion 12 were & 
t ted b phe ¢ yne, I] a ice, 
d e alor d 2 by both drugs. 9 
+X f these cases have alread been included C ~ PULSE 
, 4 
r ep Shirley Smith and Gu Q 
) 
Illustrative Cases sal ET ae 
h 5 6 7 8 9 10 
M se ep rts Ave 
The following : a a ; 193 Sa ———-- -20 3 54 - 
] j mpl of the ne 
ee — TIME IN HOURS 
th esult & ‘ iwents in different 
! ¢ I ( I Severe NOCKk nd ipid fibrillation after the onset of a third 
y | f ( rd t m wit sNock 
grades of myocardial infarction with f hoc ck of diac infarction. Intravenous infusion of L-noradrenaline was followed 
rying degree. In Cases | and onl at onc restoration of normal pressure and within an hour conversion to 
radrer d and in Cases ) normal rhythm 
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pressure to 60/40. Morphine, } gr. (16 mg.), and atropine, 
1/100 gr. (0.65 mg.), Were given, together with heparin, 
12,500 units intramuscularly, and phenindione, 75 mg. An 
intravenous drip of dextrose-saline containing 4 mg. of 
L-noradrenaline per litre was begun and run in at approxi- 
mately 20 drips a minute. Thirty minutes later the blood 
pressure had risen to 70/50 and the pulse to 50 (Fig. 2) 
One hour after the start of the infusion the blood pressure 


» 
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INFARCTION 


suddenly with dyspnoea but no pain, and became un- 
conscious briefly. Profuse sweating, pallor, and a blood 
pressure of 65/40 showed the severe grade of shock. The 
pulse was regular at 40 a minute. Mephentermine, 30 mg. 
intramuscularly, was given half an hour after the onset, and 
this was followed by a rise of blood pressure to 104/70 
within half an hour of the injection (Fig. 3). The electro 
cardiogram showed a transmural antero-lateral infarction of 

the heart. Gradual recovery followed with 

signs pointing to aneurysmal bulging of the 






























pallor, and lethargy: the pulse fell to 40 
a minute, and the blood pressure to 70/30 


Mephentermine. 30 mg. intravenously, was 


| Drops per 
ag left ventricle He was able to return to 
a sedentary work until the time of his sudden 
death nearly one vear after the attack 
OF & NORSADRENALINE 10 . P , 
mgrm PER TRE DEXTRO Case 4: Posterior Myocardial Infarction 
° 2 
sz 0 \ a \ Se SALINE with Moderate Grade of Shock and Tran- 
Pt 0 sient A-V Block. Treated by Mephent- 
& o> ermine with Recovery 
xy A man aged 45 was admitted to hospital 
> %< . 
tq on March 25, 1956, with severe retrosternal 
& Noleo \ pain lasting two hours; there was sweating 
rt of SYSTOLIC and nausea and transient loss of conscious 
: =x ness. The pulse was weak at 50 a minute 
90} | and the systolic pressure was 80; there was 
@ v no evidence of congestive failure. The 
~" electrocardiogram showed transmural pos- 
w > » 
w DIASTOLIC terior infarction with a P—R interval of 0.3 
¢ second. In the course of four hours shock 
Q - PULSE had deepened, with cyanosis, increasing 
9 
o 
Q 


2 a a a Se i Pee ee Sa given during half an hour, after which time 
A 2 ) iO n 4 
—_ 6 the blood pressure had risen to 110/70 

TIME IN HOURS Four hours later the pulse was 70 and 

FIG. 2 Case 2 Profound shock at onset of acute myocardial infarction. In ra cyanosis had disappeared. Twentv-four 
venous infusion of noradrenaline was tollowed swiftly by abrupt rise of blood hours later there w slapse th fur 
pressure and also by sudden increase in the heart rate . ate — as a relapse with Tur 

ther retrosternal pain and a renewed fall of 

had reached 100 70 and the pulse 55 [he rate of infusion pressure to 70/40 The condition was again retrieved by 


reduced to 16 drips a minute The blood 
ntained at a satisfactory level and the pulse 
rate returned to 66. Nine hours from the start the rate of 
infusion of L-noradrenaline was further reduced to 10 drops 
when the blood pressure 


was therefore 


pressure Was Ma 


1 minute, and after 15 hours, 
eached 110/70, it was discontinued 

May 3 showed 
block, but the conduction defect 
The blood 


rdiogram on a recent septal 


partial A-\ 


An electroc 


ntarction and 


had disappeared in record taken on May 14 
pressure ranged from 70/50 to 100/60. Auricular fibrilla 
tion occurred transiently for 10 days during convalescence 
he was discharged from hospital on June 20 


Antero-lateral Infarction Accompanied 
A-V Block. Good Response to 
Recovery 


Case 3: Transmural 
by Moderate Shock and 

Mephentermine ; 
A researct vorker aged 54 gave a three-vear 
heart disease On March 30, 1956, he collapsed 


history of 


ME PHENTERMINE 


30 mg 


3 4 S iS 

TIME N H R 
Fic. 3.—Cas« Severe shock accompanying acute cardiac in 
tarction The ph shows the immediate rise in blood pressure 


and pulse rate following intravenous injection of 30 mg. of 


nephentermine 


intramuscular and intravenous injections of mephentermine 
in the same dosage. During the four following days the 
clinical state fluctuated greatly with a strong tendency to 
renewal of shock and severe hypotension. 

Mephentermine repeatedly showed a_ specific 
effect. There was transient auricular fibrillation at the rate 
of 60 during a period of hypotension. The phase of recur- 
rent shock and hypotension lasted six days Normal 
rhythm was established and the latent heart-block 
pletely cleared up. while the blood pressure remained con- 
it 110 systolic during convalescence. 


presso1 


com 


sistent! 


Case 5: Postero-lateral Infarction in a Hypertensive Patient. 
Delayed Shock of Moderate Grade Responded to Mephenter- 


mine. Recovery 
A housewife aged 59 with hypertension and coronary 
disorders had been under treatment for three years. On 


June 27, 1956, she had severe enduring substernal pain with 
some evidence of shock. The electrocardiogram showed a 
large postero-lateral cardiac infarction; the heart was en 
larged and gallop rhythm was present. The blood pressure 
was 170/90. Nineteen hours after the onset further severe 
pain developed and the blood pressure fell to 90/60. The 
hypotension was relieved by the intramuscular injection of 
(Fig. 4). The chart shows subse 
not sufficient to require 


mephentermine, 15 mg 


quent temporary fall of pressure 
further pressor treatment. However, three days after the 
onset there was a further dangerous relapse with the 


falling to 90/40; relieved by 


injections of mephentermine. and the patient went 


pressure this was speedily 
further 


on to make a full recovery. 


Case 6: Anterior Myocardial Infarction. Severe Shock Failed 

to Respond to Mephentermine and t-Noradrenaline. Death 
Ensued 

A housewife aged 52 had had angina of effort for five 

Sympathectomy had been performed for hyper- 

She was admitted to hospital on March 1, 


vears 
tension in 1950 
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»N¢ vil severe grip] etrosternal pain of six hours 
mn, vomiting rd s itin The rhythm was regular 
t 70 a nute, and tl blood pressure was 90/60 Al 
of morphin give nd anticoagulant treatment 
started Meph ne, 30 vas given by intra 
injection \ provement was evident an hour 
\ A 4t LS 
iSmgm iM 
\ 
\ y 
\ P . 
4 \ sunesin — 
\ 
\ / 
\ a 
y, = 
/ Ad’ — 
/ 
> j 
« \ / 
~~ 
/™ / 
* / j 
j 
‘ ae / / 
f — 
. —— = 
ME IN HOURS 
I +—Case § Sho d oping 19 hour f onset o 
infarction Sa ft T pressor eftec 14 rf 
mephentermin = 1ous! 
d a half later this dose was repeated, intravenous injectior 
ng failed. Nevertheless the pulse rate increased to 160 
ud the blood press remained unaltered with deepening 
shock and signs of venous congesti developing. In spite 
f intravenous infusion of L-noradrenaline the blood 
pressure eca Ubiee | ble ind c ined so until her 
death six hor lat Necropsy showed thrombosis of the 
descending branc ft coronary arte! 
Case 7: Extensive Transmural Infarction Postero-laterally in 
Left Ventricle and a Smaller Infarct Anteriorly. Severe 


Shock with Congestive Heart Failure. 
Mephentermine not 


Initial Response to 
Maintained, and no Pressor Response 











to t-Noradrenaline. Death within 24 Hours 
\ iged SS had five-year hist f retrosternal 
idiating to tl nterscapt egion, occt g always 
0) inutes after ex ¢ luring effort Ten day 
idmission he s awakened severe an spread 
this occasion to irms ; it persisted for nine hours 
cc p nied by sw { ¢ ind n sca Weakne but n 
lyspnoea followed th ttack. On admission to hospit 
Febrt 18, 1956, | is ill and feverish and the pulse was 
ough regul Ihe blood press 130 100 
I s s of cardiac enlargement d sed ul 
pressi vitl t . nona veden \ 
ip il pulses ible 
Ireatment w tarted he; nd lione and 
| digoxin On ti I ft dmission he collapsed 
with profuse ating and an unrecordable blood 
n ure. Mephent [ 30 meg. int nous is given 
I ood pressure 25,100. but within three ul 
i iin become C dable Vill the p Ise it sin 
110. Deepenir k ith vomiting and ting was 
{ ted | i furth 1) me of -ph it if ntra 
ul but in nd t lultaneo tarting 
f not! dr leath took pla half an hot 
Necrop showed We to be 530 tl 
pert } f th t Trans ural infarction w 
d the post of the left vent ind tl 
C n involved th | f the septum and part of the 
terior wall of the left ventric Recent thrombosis was 
sresent in ti ur lescending branch f the left 
t irtery and the right coronary artery, thes 
‘ bein liffuse lved it e non-calcifying 
f oma 
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Results and Discussion 
Shock due to cardiac infarction differs from surgical shock 
fundamental not yet fully 


eas In surgical shock the heart is healthy 


certain 
Whe 


understood 
and the con- 


respects 


dition ts explained by a diminution of effective circulating 
lood volume, in myocardial infarction the heart has 
suffered more or less severe damage and there is no reduc 
mn ot the circulating blood volume (Boyer, 1944) The 
iting factor is the heart itself, the output (mainly of the 

left ventricle) being reduced owing to a loss of functioning 
myocardium, Frets et al. (Y952) found the cardiac output 
ind stroke volume to be reduced, while total peripheral 
resistance, central venous pressure, and heart rate were 


increased. The systemic and pulmonary blood volumes were 
However, it has also been found that in 


there is a widespread vasodilatation in the muscle 


unaltered 


some 


instances 


pr 
t fall in blood pressure. 

The dim of ronary blood flow which occurs in 
shock following myocardial infarction (Corday et al., 1949) 


bed which in the esence of a normal cardiac out 


' 
Vaseula 
pt 


i1o0n co 


npairs further the efficiency of the uninfarcted myocardium 
ind aids in the establishment of a vicious circle whereby low 
blood pressure reduces coronary flow which still further 


impairs ocardial contractility, decreasing the stroke 


volume and the output of the heart eripheral vasocon 
striction may then occur in an effort to raise the blood 
pressure sufficiently to improve coronary flow and so halt 
the process. It is possible that when this does not come 
ibout the use of such pressor agents as are here described 
furthers a process already initiated by the body To these 
mechanisms may be added a prolonged circulation time 
pulmonary congestion, and a raised venous pressure due to 
heart faiture 
\ fundamental fault lies, therefore, in the myocardiun 
It is important to use a pressor agent whose action does not 
depend solely on increasing peripheral resistance, for it has 
been shown that in the presence of a damaged myocardium 
n increase in peripheral resistance only diminishes still 
further the cardiac output (Sarnoff ef al., 1954) Bot! 
yhentermine and L-noradrenaline act directly upon the 
my ocardiu to restore the cardiac output ; thus with the aid 
of an increase in peripheral resistance they produce sus 
t d improvement in the circulation by establishing a satts- 
facto level of blood pressure 
In the present series of 25 consecutive patients, 12 died 
This f compares favourably with the average mort ality 
f 80 by most workers for patients who did not 
eceive essor agents as part of their treatment On con 
ng the clinical features of our cases certain features 
‘ \ or ( ent 
P; Car / rctiol As might be expected 
histor such weighed against recover Six of the 12 
fatal cases g i history of previous infarction as compared 
th thre ft survivors 
Dure ck pric to the instit of treatment 
ften determined the outcon Ihe average duration of 
ck in those who survived s | hour 40 minutes as con 
p ! tin n hours in the fatal cases Gootnick nd 
Knox 153) concluded that the duration of hypotension was 
portant and that irreversible shock developed during 
iod f prolonged hypotension: of their 32 cases of 
€ nfarction shock, none survived when hypo 
I I ted over cight hours Sampson and Zips¢ 
54) al ded that duration of shock in their patients 
ho died was twice as long as in those who survived. It 
th ported by Griffith er al. (1954) 13°. of those who 
1 s treatment within three hours died, whereas 
, I hom shock had existed more than three 
ours 76°, died 
Overful ? f Jugular V eins The ippraisa of the 
ical veins is not easy in shocked patients and time was 
t spent in making intravenous recordings. However, 1! 
the c cal veins were conspicuous other evidence of heart 
lt is generally present A raised jugular venous 
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pressure was found in 8 of the 12 patients who died, but in 
ynlv 4 of the 13 who recovered. Ihe coexistence of heart 
failure worsened the outlook for the shocked patient 


P stent tachycardia was an unreliable guide to prognosis 
although in general it was unfavourable. It eccurred in nine 
of the tat il cases. but also in six of those who survived 

B wdia resulting from partial A-V block occurred 

in 25 of survivors, but was not seen in those who died. 
Its occurrence is of limited value, but may perhaps point to 
i likelihood of recovery The slow ventricular rate, by 
lowing both more time for coronary filling during diastole 
ind for myocardial recovery, may conceivably be of benefit 
to the heart during this critical phase A-V biock may be 
functional and due to temporary anoxia of the conducting 
tissue and not to septal infarction. Such functional impair 
ment of conduction has been reported by Lewis et al. (1914), 
who showed he experimentally induced anoxia in cats 
caused interference with conduction, and they demonstrated 
that it is the A-V node and the tissues immediately above 
that are the most susceptible to oxygen lack In man 
Greene and Gilbert (1921) showed how a progressive lack 
of oxvgen induces a series of changes in cardiac rhythm and 
conduction of impulse from auricle to ventricle 

Grade f Pressor Response Ihe height to which the 
hlood pressure rises in response to the use of pressor agents 
Ss not reliable guide to whether or not any individual 
patie likely to survive The average rise in blood 
pressure after the use of one or other pressor agent, or in 
Si cases of both. was 42/33 in those who ultimately 
succumbed. and 59 35 in those who survived This lack ot 
elationship was seen in one of the fatal cases, in which the 
blood pressure rose from an unrecordable level to 125, 100 
following the administration of mephentermine, while two 
urviving cases showed rises of only 35/20 (from 60/40 to 
5/60 and from 80/60 to 115/80 The most that can be 

ved from the response is that the higher the rise in 
diastolic pressure the more likely is the patient to survive, 
for it is only when an effective diastolic pressure is main- 
tained that adequate corona circulation is assured to the 
surviving myocardn 
Prognosis after Recovery from Shock 

It has sometimes been held that pressor treatment in the 
hock of myocardial infarction is of little ultimate value 
hecause the remote prognosis remains, in any case, very 
poo This is by 1 eans a valid objection, as is shown 

he follow-up of those cases previously reported jointly 

one of us (Shirley Smith and Guz, 1953). Of their six 

patients three § vived ind were still alive nearly tour 

s after sustaining their original infarction complicated by 
hock 

Iwo of these have en re-examined and news has been 
ec d of the tl d Case 2? of the series aged 71. whose 

farction occ ed shortly alter a major operation in 
Septembe 1957. was seen in November, 1956, when she was 
| nd free tr pain Her activity was restricted by 
ster thrit of the hip, but she was not short of breath and 
ed no signs of failure The blood pressure was 130 80 

Case 3 of the series. aged 57, had a myocardial infarction 

Mav. 1983 At review in August. 1956. he complained 
that only in the st four months had he developed some 
nvir on effort dg imcreasing dyspnoea No signs of heart 
uliure were present he blood pressure was 140 90 

C ase Ot the serics aged 75, was treated with 
t-noradrenaline infusion for five hours in April, 1953, when 
») Shock afte nvocardial infarction It has not been 
possible to re-examine this patient, but in March, 1957, her 
sist wrot S that she has remained in satisfactory 

I h er since Her medical attendant has died, but she 


consult his successor 


Summary 


The purpose of the present report is to draw atten- 


tion to the place of pressor agents in the treatment ol 
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shock complicating myocardial infarction. Hitherto 
myocardial infarction accompanied by severe shock has 
carried a mortality of 80%. In our consecutive series 
of 25 cases, only 12 have died. We hold that by the 
early recognition of the presence of shock and its 
prompt treatment a number of patients can be saved 
That the survivors can lead useful lives free from 
serious disability for several years is shown by the 
follow-up of the survivors of the series published by 
one of us nearly four years ago 

[he pressor agents used were L-noradrenaline by 
intravenous drip infusion, and mephentermine, both 
intramuscularly and intravenously. Initial treatment of 
lesser grades of shock should be by intramuscular 
mephentermine : L-noradrenaline should be used for 
severe shock and in less severe illness when mephenter- 
mine has not been effective. Whereas mephentermine 
is readily administered as emergency treatment when 
the patient is first seen, L-noradrenaline requires careful 
attention to its continuous intravenous administration, 
thus generally necessitating admission of the patient to 
hospital. 

The duration of shock before treatment is started 
should be less than two hours if a good result is to be 
obtained. When shock has been present more than 
five hours the results of treatment are poor A raised 
jugular venous pressure, a history of previous infarction, 
and a persistent tachycardia are all of ill omen. 

An unexpected finding in our series was that brady- 
cardia, even if due to functional A-V_ block, seemed 
to indicate a good prognosis. 

We are indebted to Dr. F. G. Hobson for clinical details relating 
o Case 1 and for permission to include these in the present 
publication 
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Ergot—the Story of a Parasitic Fungus” is the title of 
a new film made by the Wellcome Foundation Film Unit 
Sir Henry Dale O.M. and Professor Chassar Moir helped 
with the making of the film, the latter appearing in it to 
describe the discovery of ergometrine in 1935 The film 
tells the story of ergot as both a toxic contaminant of rye 
bread and a valuable medicinal substance. It describes how 
the complex alkaloids of ergot were isolated and the use to 
which they are now being put in the treatment of disease 
and the management of childbirth. Some of the sequences 
were shot with the help of the obstetric unit of University 
College Hospital, London. The film (16 mm.. colour, with 
sound track) runs for 27 minutes, and can be borrowed 
from the Wellcome Film Library, The Wellcome Building, 
Euston Road, London, N.W.1, free of charge 
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inticoagulants in the treatment of myocardial 
and 


1} e use ol 
infarction Nas greally increased in recent years, 


practically all reports have acknowledged their value 


It has usually been accepted that anticoagulant therapy 
reduces the mortality rate in myocardial infarction by 
is much as a third or a halt The only serious argu- 
ment in recent times about the value of anticoagulants 
has been whether these drugs should be used in so- 
called “ good-risk cases as opposed to bad-risk ~ 
cases Russek and Zohman (1957) define bad-risk 


patients as those with a history of previous intarction, 
who have intractable pain, extreme or persistent shock. 
significant cardiac enlargement, arrhythmia, or diabetic 
icidosis 

Russek and Zohman have been the principal pro- 


ponents for the limited use of anticoagulants—that 1s, 


for giving anticoagulants to bad-risk patients only 
[hey have shown that the mortality rate in good-risk 
patients, even without the use of these drugs, 1S very 
w—3.3 in a review of 1,000 cases (Russek and 
Zohman, 1957)—and they therefore consider that the 

i¢ of anticoagulant therapy for these patients is 


questionable, especially iS the use ol inticoagulants IS 
rot ~without risk Wright (1957) and many othe 
ithorities, whilst agreeing that good-risk cases have a 
»w mortality, believe that these cases can be deter- 
ined only in retrospect—that is, good-risk patients 
often rapidly become bad-risk patients—and therefore 
they advise the use of anticoagulants for all patients 
with cardiac infarction, unless there is some special 
contraindication to their use 

Russek and Zohman, whilst denying the value of the 
routine use of anticoagulants for good-risk patients, 
state that “the value of anticoagulants in properly 
selected patients—those with poor prognostic signs 
onstitutes a major advance in the treatment of acute 
myocardial infarction [herefore, in view of the 
widely accepted opinion of the value of anticoagulants, 
least for all bad-risk patients, the report by Honey 
These authors 


ind Truelove (1957) is most surprising 
state that the use of anticoagulants at the Radcliffe 
Infirmary at Oxford has not made a dramatic difference 
to the mortality rate in cardiac infarction, and that 
inticoagulants have saved lives solely bv abolishing the 
isk of pulmonary embolism 

Honey and Truelove show in their detailed analvsis 

patients with myocardial infarction admitted to the 
Radcliffe Infirmary that there appeared to be a definite 
bias in the selection of patients for treatment with 


nticoagulants, and that a high proportion of bad-risk 
patients were not treated At New End Hospit il I have 
| ref il years cons dered the di LLNOSIS rf mMmVOC irdi il 
ilarcuion to be a specific indication for the use of 
iticoagulants and have for some time been of the 
ypinion that there is very seldom any contraindication 


| believe, therefore. that it is of value to compare If 
detail the results of Honey and Truelove’s series with 
nine, and that the effect of this comparison 1s to render 
their conclusion that anticoagulants are of little value in 


treatment of n cardial niarction questionable 
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This comparison is perhaps of particular importance in 
view of the editorial comments in the Lancet (1957) 
supporting the views given as a result of the review of 
cases treated at the Radcliffe Infirmary 


Sources of Data 

All patients in the New End series were under my care 
ind were admitted to hospital between 1951 and 1957 In 
ill cases the diagnosis was confirmed by electrocardiograph 
or at necropsy Honey and Truelove, in reviewing their 
543 admissions, state that no fewer than 75 out of the total 
195 deaths (38°) occurred in the first 48 hours after admis 
sion They say This reflects the fact that the Radcliffe 
Infirmary receives a large proportion of tts patients as acute 
after the actual infarction, (The results 


emergencies soon 
compare be 


obtained in different hospitals are difficult to 
cause of differences in the proportion of patients admitted in 
the earliest and most dangerous stage of the disease.)” 

Between 1951 and 1957, 326 patients with proved myo 
cardial infarction were treated with anticoagulants at New 
End Hospital In this group there were 67 deaths The 
early deaths in the first 48 hours were 26 (38°..). which is 
the same as at the Radcliffe Infirmary However, to show 
how severely and seriously ill the patients admitted to New 
End Hospital are, | should add that there were in this period 
a further 52 patients admitted with infarction, all of whom 
died within 24 hours and of whom all but a few died within 
i few hours of admission—that is, too soon for a definite 
diagnosis to be established and for the patient to receive 
inticoagulant therapy Therefore 65% of the deaths at New 
End Hospital in the period under review occurred in the 
first 48 hours—-that is, nearly twice as high a percentage as 
in the Radcliffe series. Not one patient was denied treat- 
ment because of any specific contraindication This, | be- 
lieve. rules out any question of bias in the selection of 
patients for treatment 

ive Comparison.—Honey and Truelove rightly demon- 
strate the well-known fact that in each sex the fatality rate 


increases with advancing years. Table I shows the composi 


Taste | 
No. of Patients 
Age in Years 
New End Radcliffe 

40 S 10 
40 7 71 
sO 69 149 
60 Lil 179 
70 80 115 
80 21 19 
396 $43 


tion in terms of age of the Radcliffe and New End series 
It is seen that the New End series contains a higher propor 
tion of patients in the older age groups. In the 70- and 80 
ear-old group, in which the mortality in untreated patients 
(from 50 to 80°), the percentage ot 


is particularly high 
compared with 


patients in the New End series is 30.9 
24.6 in the Radcliffe series 


Comparison of Factors Affecting Prognosis in the Acute Attack 

Before we can try to compare the results of anticoagulant 
therapy in the New End series of 326 treated cases and the 
Radcliffe group of //0 untreated cases it 1s essential, as 
Honey and Truelove state, that the various factors affecting 
prognosis be carefully compared in both groups—-that ts, that 


the proportion of good- and bad-risk cases in each group 


be carefully taken into account 


The percentage of good-risk patients in the untreated 
roup of 110 patients in the Radcliffe series was 24.5 
vhile in the New End series it was 25.7 

In assessing the various factors associated with a bad late 
rognosis so as to compare the Radcliffe and New End 

ries, I have included in the bad-risk group only those 
patients with definite unequivocal signs related to a poor! 

nentioned by Honey and Truelove 1 have 


prognosis as 
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already shown that there is a very high proportion of patients 
in the earliest and most dangerous stage of the disease ad- 
mitted to New End, with a rate of early deaths to late deaths 
Radcliffe series. The age 
Finally, 
cardiac 


nearly twice as great as in the 
composition of the two series is seen in Table I. 
with 


Table Il shows the proportion of patients 
Tapre Il 
New End Radcliffe 

No. of ‘ No. of 

Patients ‘ Patients ° 
Heart failure 114 38 143 30-5 
Arrhythmia 107 35-6 83 17-7 
Shock and hypotension § 10-7 41 7.7 
Shock or hypotension 78 24 71 13 
failure, arrhythmia, shock, and hypotension in both series 


It can be seen that the percentage of patients with heart 
higher in the New End group—38 as 
in the Radcliffe group. Similarly the 


failure is much 
compared with 30.5 


percentage of patients with arrhythmia in the New End 
series was considerably greater—35.6 compared with 
If all the factors mentioned by Honey and Truelove in 


ssessing good- and bad-risk patients are taken into account 
i valid comparison may be made between the Radcliffe and 
New End bearing in mind that all patients in the 
New End series were treated and that there was no bias in 
the selection of the patients. The late mortality rate—that is, 
excluding deaths in the first 48 hours—in the Radcliffe series 


28.3 while in the New End 


series, 


of 110 untreated cases was 


series it was only 13.6%, (Table II]). The expected mortality 
Taste Ul 

New End Radcliffe 
Total No. of patients 326 (treated) 110 (untreated) 
Early deaths in tirst 48 hours 26 18 
Late deaths 4) 26 
Late mortality rate 13-6° 28-3% 

25-7 24-5° 


Good-risk patients 


End series, based on Honey and Truelove’s 


27.8 taking into account that the per- 


rate of the New 


calculations, was 


centage of good-risk patients was 25 . 

These results do not bear out the conclusion of Honey 
and Truelove that anticoagulants have little effect in reduc- 
ing the mortality rate in acute myocardial infarction The 
results shown here, where the expected death rate is reduced 
by half, is in keeping with published results from 
iuthorities experienced in the use of anticoagulant therapy 


most 


Control of Anticoagulant Therapy 


The control of anticoagulant therapy, even to-day, with 


gained over many years, Is not simple 
essential for the 


all the experience 
For proper control it is 
lully experienced in the use of anticoagulant drugs and to 
be conversant with the laboratory procedures. Only good 
by best results is 


clinician to be 


team-work can achieve the best results: 
meant not only the avoidance of haemorrhage but. just as 
mportant, the achievement of an adequate therapeutic cover 
In order to avoid the danger of haemorrhage the importance 
of maintaining adequate anticoagulant therapy throughout 
the illness is often overlooked 

Adequate laboratory control is essential for the proper 
maintenance of anticoagulant therapy Perhaps the greatest 
single factor in effective laboratory control is the prepara- 
tion of an active and reliable thromboplastin which gives 
constant times with normal control plasma. Quick’s pro- 
thrombin time, using a reliable thromboplastin, has stood 
the test of time and gives very reliable results. However, 
with the simultaneous use of Quick's, Owren’s (Owren and 
Aas, 1951), and Ware’s modification of Owren’s technique 
Ware and Stragnell, 1952) in over 2,000 estimations for in- 
Patient therapy, I have found Owren’s method superior to 
the others ( Toohey, 1958). 
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Choice of Anticoagulant Drug 

If it is accepted that anticoagulant therapy is of value 
then the more quickly an adequate anticoagulant cover is 
provided the better. For this reason, ideally, all patients 
treated with anticoagulants should be given heparin tor the 
first 24 hours or longer, according to the type of coumarin 
compound also used. 

There are many different coumarin-type anticoagulants 
available, and it has been truly said that the anticoagulant 
of choice is the drug that you are most familiar with. To 
achieve the best results with anticoagulants is not mainly, 
or even primarily, a question of Quick’s technique versus 
Owren’s: given adequate laboratory control, with either 
Quick’s or Owren’s method, the most important factor is an 
experienced clinician who prescribes a drug he is familiar 
with and who understands the basic essentials of laboratory 
control. 

Because of their slow, prolonged cumulative action, which 
may take days to appear, the longer-acting coumarin deriva- 
tives are undoubtedly more difficult to control than the 
quick-acting drugs. The latter have the advantage that any 
change in the maintenance dose is quickly reflected in the 
prothrombin estimation Because any change in dose or 
sign of incorrect dosage is rapidly reflected in the blood 
estimation, quick-acting coumarin drugs are fat 
use and the correct maintenance dose of the anticoagulant is 
The quick-acting coumarin deriva- 
tives commonly used are phenindione (“ dindevan”™) and 
ethyl biscoumacetate (* tromexan ”), In my opinion the 
latter drug has too short-lived an effect, with the result that 
it is difficult to maintain adequate anticoagulant cover with 
it Phenindione is a comparatively easy drug to control, 
and in my experience is one of the best drugs as yet avail- 
able. The incidence of agranulocytosis with this drug is 
low, considering its widespread use, and should never pre- 
vent its use. The incidence of drug rashes with phenindione 
is about | to 2 again it will be found that more often 
than not, when a rash develops, other drugs, especially barbi- 


eaSier to 


more quickly arrived at 


turates, are also being given. 

The longer-acting anticoagulants available, such as phenyl- 
propylhydroxycoumarin (“marcoumar™),  diphenindione 
(“ dipaxin “), and dicoumarol, are, 1 have found, less satis- 
factory to use than phenindione. Recently there have been 
reports that warfarin sodium (“coumadin”) is the “ anti- 
coagulant of choice.” This anticoagulant is very nearly as 
qguick-acting as phenindione, but has a more cumulative 
effect Because of its rapid action any change in dose is 
quickly reflected in the prothrombin estimation, and so the 
necessary adjustment in the dosage can be quickly made. 

Table IV shows my results with different anticoagulants. 
Whether the number of patients treated with each drug ts 
statistically significant, thus enabling any definite conclusion 


Taste IV 


Anticoagulant Patients Treated Late Mortality Rate 


Phenindione 71 8-4°° 
Phenylpropyl-hydroxycoumarin 04 21-2% 
Diphenindione 73 12-3% 
Warfarin sodium 35 14-2°; 


about their relative merits to be arrived at, is perhaps open 
to question. It should be noted that the number of patients 
treated with warfarin sodium is certainly too small to mean 
much. 

Before leaving this question of choice of anticoagulant it 
is essential to point out that the above remarks apply to 
treatment for an acute illness where it is important to achieve 
and maintain an adequate anticoagulant cover as quickly as 
possible. For long-term prophylactic treatment the whole 
problem is entirely different, and long-acting coumarin deri- 
vatives such as marcoumar are, if anything, better than the 
quick-acting drugs. My experience of over 130 patients 
on long-term anticoagulant therapy has proved marcoumar 
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15 
to be an ideal drug for this purpose. The control of long- 
HM anticoagulant therapy presents many different problems 


from those of short-term therapy for the acute illness 


Haemorrhage in Anticoagulant Therapy and the Use of 


Vitamin K 


In opinion the danger of haemorrhage has been ex 
iggerated The occurrence of minor haemorrhage, such as 
slight epistaxis, is not uncommon when adequate anti 
coagulant therapy is being given. Such minor episodes do 
not call for cessation of treatment. but merely for a regula 


tion of the dose of anticoagulant where necessary 

Vitamin K, is one of the most powerful drugs in use, and, 
int control, it must be 
It should be given 


while it is invaluable in anticoagu 
used with the greatest possible caution 
only if there are very definite indications for its use 
Briefly its use falls into two main categories: first. to reduce 

very prolonged prothrombin time even where there ts no 
evidence of haemorrhage ; and, secondly, when more than 
For the first only 


very small doses of vitamin K; are needed, such as 2 to 


minimal haemerrhage has occurred 


3 mg.. and rarely is an initial dose as large as 5 mg. required 
If larger doses are given the patient may escape from anti 
coagulant cover with a resultant very definite risk of fresh 
thrombo-embolic episodes. If the first small dose does not 


have the desired effect the same amount should be repeated 
fter 12 hours 

If severe haemorrhage has occurred larger doses of 
vitamin K, will be necessary, such as 10 to 20 mg. It should 
be realized that 10 mg. is a large dose, while it is certainly 
seldom necessary to give more than 20 mg It is better, 
subject to the urgency of each individual case, to give 
small repeated doses at intervals of 8 or 12 hours, and to 
regulate the dosage by repeated 8- or 12-hourly prothrombin 
estimations, than to give a large initial dose and render the 


patient reiractory to inticoagulants 


Use of Other Drues with Anticoagulants In prescribing 
inticoagulant therapy particular care must be taken if oral 
intibiotics such as penicillin, and especially the broad- 


spectrum tetracycline antibiotics, are given at the same time 
Oral antibiotics enhance the action of oral anticoagulants, and 
the dose of the anticoagulant will therefore probably have 

be reduced Phenylbutazone (* butazolidin ”) is known 


cause haematemesis, and should never be used together 





with anticoagulants. Similarly, aspirin is well known for 
irritant effect on the gastric mucosa and has often caused 
haematemesis Aspirin and all aspirin-containing remedies 
must never be given to patients on anticoagulant drugs 
is haemorrhage is very likely to occur Again, large doses 
salicylates, and probably quinine, reduce the prothrombin 
level and thus potentiate the effect of anticoagulants. Lastly 
S$ an impression of mine that frequent doses of liquid 
paraffin or similar oil emulsions interfere with the absorp- 
t of oral anticoagulants, and I therefore avoid their use 
Anticoagulants for All 
here is little doubt. to my mind, that anticoagulants are 
rad ce in the treatment of the bad-risk patient with 
cardial infarction. Even Russek and Zohman, the most 
severe critics of anticoagulant therapy. agree that all bad 
K itic f reated Tt roble emain vhether 
d-risk € s should be given nticoagulants is the 
tality ste such patients is » low Russek and 
Zohmar 1957 stimate 3.3 in a series of 1.000 good-risk 
In patients there were only 
] that ts, 3.5 With 
ch a that there is room for 
th pinion not have anticoagulant 
therap ind | ertainl believe that unless skilled clinical 
well as laboratory control is available it is better not 
t . inticoagulant for good-risk patients With skilled 
c id laboratory facilities available, however, there ts 
noming t ose in giving anticoagulants especially as there 
is 1yS the problem of satisfactorily classifying patients 
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as good- or bad-risk patients at the time they are first seen 
Of the 326 patients in this series, 12 initially classified as 
good-risk changed to bad-risk patients in a short period 
ot time. 

With adequate facilities at hand it is exceptional for a 
patient needing anticoagulant therapy to be denied such 
treatment In the last five years at New End Hospital not 
one patient has been considered to have an absolute 
contraindication for anticoagulant therapy. Major surgical 
procedures, including intestinal surgery, have been pertormed 
while patients have continued to have anticoagulant treat- 
ment Such minor procedures as dental extractions have 
been commonplace with patients on long-term treatment 
without the need for cessation of anticoagulant therapy. 


Conclusions 


As a result of an analysis of patients admitted to the 
Radcliffe Infirmary, Honey and Truelove recently came 
to the conclusion that anticoagulants are of but little 
value in the treatment of acute myocardial infarction. 
They state that in comparing treated and untreated 
patients it is essential to take into account the number of 
bad-risk patients, and the age grouping in each series. 

A series of 326 patients treated at New End Hospital 
from 1951 to 1957 have been strictly classified accord- 
ing to all the bad-risk factors mentioned by Honey and 
[ruelove, and the age groups are given to show that 
this series is in every way comparable to that of Honey 
and Truelove. In their group of 110 untreated patients 
there were 24.5%, good-risk patients, and the mortality 
rate, excluding deaths in the first 48 hours, was 28.3 
In the New End series of treated patients the number 
of good-risk patients was 25.7%, but the mortality rate 
was only 13.6 In other words, the death rate was 
about half. These findings confirm the view, widely 
accepted by most authorities experienced in the use of 
anticoagulants, that anticoagulants are of real value in 
the treatment of acute myocardial infarction. 

In my opinion all bad-risk patients should be treated 
with anticoagulant therapy. In _ assessing bad-risk 
factors I agree fully with the criteria laid down by 
Russek and Zohman—previous history of infarction, 
intractable pain, cardiac failure, arrhythmia, significant 
cardiac enlargement, diabetic acidosis, and severe shock 
and hypotension. 

The control of anticoagulant therapy calls for con- 
siderable skill, not only to avoid haemorrhage, but, just 
iS important, to give effective anticoagulant cover 
throughout the whole course of the illness. In_ the 
control of treatment there are two equally important 
essentials—adequate laboratory technique and admini- 
stration of the anticoagulant drug by a clinician experi- 
enced in its use. 

In carrying out reliable laboratory control perhaps 
the most important factor is the availability of an active 
and potent thromboplastin which gives uniform results 
from day to day. Better laboratory techniques, such 
as Owren’s as opposed to Quick’s method, will, how- 
ever, be completely offset by inexperienced prescribing 
of the anticoagulant drug. For adequate anticoagulant 
therapy the clinician must be thoroughly familiar with 
the anticoagulant used. For short-term treatment ol 
the acute illness, as opposed to long-term preventive 
treatment, the quick-acting coumarin drugs such as 
phenindione and warfarin sodium are much easier to 
control than long-acting drugs such as dicoumarol and 
marcoumar. (For long-term therapy the opposite holds 
true.) 
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With experienced control serious haemorrhage is very 
rare nowadays, and minor haemorrhage, though not 
infrequently seen with adequate therapy, does not call 
for cessation of treatment. Vitamin K, is invaluable in 
the control of haemorrhage due to overdosage with 
anticoagulant drugs, but it must be used with caution, 
and in very small doses, as it is so potent 

Certain drugs enhance the effect of oral anticoagulants 
or may cause haemorrhage. As a result, the administra- 
tion of oral antibiotics, particularly the broad-spectrum 
drugs such as the tetracyclines and to a less extent 
penicillin, may call for a reduction in the dose of the 
anticoagulant drug. Aspirin, phenylbutazone, and prob- 
ably quinine should not be given at the same time as 
anticoagulant therapy, and liquid paraffin is also best 
avoided. 

With skilled laboratory and clinical control, emer- 
gency surgical procedures, including major operations, 
can be carried out on patients still receiving adequate 
anticoagulant cover without the necessity for the treat- 
ment to be stopped altogether. This is particularly 
important in relation to long-term therapy 

In experienced hands anticoagulant therapy has 
proved so beneficial in thrombo-embolic disorders that 
everything possible should be done to ensure that the 
treatment is carried out to the best advantage and that 
adequate anticoagulant cover is maintained throughout 
the illness. To-day, with the increasing use of long- 
term anticoagulant therapy, there is perhaps justification 
for a special unit in large hospitals for the control of 


this treatment. 
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A TECHNIQUE FOR INVESTIGATING 
THE BLOOD SUPPLY OF MUSCLE 
DURING EXERCISE 


D. N. WALDER, M.D., F.R.C.S. 
Senior Lecturer in Experimental Surgery in the University of 
Durham 


One of the major difficulties in investigating problems of 
diagnosis and treatment in intermittent claudication has 
been the lack of a suitable objective test for measur- 
ing blood flow in the calf muscles during exercise 
Plethysmographic studies of muscle are relatively easy 
to perform with the patient at rest, but such investiga- 
tions do not help in patients with claudication, because 
resting blood flow is usually adequate. It is only when 
exercise leads to a demand for blood greatly above the 
resting flow that claudication is manifest, and during exer- 
cise plethysmography is extremely difficult to perform 
The test described in this paper is based on experimen- 
tal work carried out over the last few years and has been 
in use by this clinic for four years, some 200 patients 
having been investigated. As in the case of any test, it is 
essential to appreciate the basic factors concerned and 
to be aware of the limitations of the method. It is pro- 
Posed in this paper to describe the technique which has 
been evolved and to discuss the interpretation of the 
results obtained in the light of experimental findings. 
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In 1948 Kety published a paper reporting the measure- 


ment of the local clearance of radioactive sodium pre- 
viously injected 
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muscle it was 
established (Wal- 
der. 1955) that F!G. 1.—Relationship between blood flow 
pias as measured with a conventional type of 
with certain proO-  plethysmograph and radioactive sodium 
visos changes in Clearance constant K in the human 
: zastrocnemius muscle during the immedi- 

the clearance rate = **7OCnemies une Sating Me Goes 
were linearly re- 


ate post-exercise period. 
lated to changes in blood flow (Fig. 1). The clearance 
rate of radioactive sodium is expressed as the “ clear- 
ance constant” K. 
log Ci—Co2 
0.4343 (ti — te) 


where C, and C, are the percentage activity of the 
injected “Na remaining at the two times t, and t, after 
the first measufe of activity, which is taken as 100%. 
Hence, by calibration of clearance rate against blood 
flow measured at rest, the method can be developed in 
such a way that it becomes easy to measure blood flow 
during exercise. 

While the problems of measuring blood flow in 
muscle during exercise were being investigated it was 
noticed that in the case of patients suffering from peri- 
pheral vascular disease the “*Na clearance curve during 
the type of exercise used showed a characteristic pattern 
such that there appeared to be no flow through the 
muscle during the period of exercise. This observation 
allowed considerable simplification of the clinical test for 
vascular sufficiency during exercise to be made, since it 
is only changes in blood flow that are required and it 
becomes unnecessary to measure the absolute blood 
flow at any stage of the test. 


Object of the Test 

The object of the test is to detect vascular insufficiency in 
human muscle It allows such insufficiency to be demon- 
strated at a very early stage in its development, and in 
those instances where patients describe symptoms which may 
or may not be attributable to muscle ischaemia during 
exercise the test enables a firm decision to be made one way 
or the other. Since any one muscle can be selected for 
testing it enables the exact location of the ischaemic muscle 
to be determined, a point which opens up the possibility of 
performing localized neurectomies as treatment for some 
cases of claudication. Finally, provided that the test is 
performed under properly controlled conditions, it offers 
objective evidence of the state of the circulation in a muscle 
and a record which can be used for comparison later with 
subsequent tests following treatment. This latter point is of 
importance in that it provides an objective means of assess- 
ing the results of treatment for a condition where the 
patient’s desire to be better and the doctor’s enthusiasm can 
so colour the picture. 
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As an alternative but rather simpler method of recording 
the rate of clearance of the “'Na the ratemeter can be con- 
nected to a recording milliammeter. The records obtained 
in this way give exponential curves, but changes in clearance 
rate can still be easily detected (Figs. 4 and 5) 


Technique of the Test 
In its simplest form the apparatus for the test consists of 
n end-window geiger counter tube (Type GM4) mounted in 
: Simple sorbo rubber strap (Fig. 2) and a ratemeter (Fig. 3) 


An injection of 0.2 ml. of radioactive isotonic NaCl con- 
Na is made through a 26- As the test is most often used in investigating the blood 


gauge 2-in. (S-cm.)-long hypodermic needle into the belly of supply of calf muscles the technique for this procedure will 


the muscle to be tested The GM counter is then strapped be described in de- 


to position over the site of the injection and the rate of tail. As a routine iF : _ fi in 
ea | ne 


taining approximately 20 «C of 





it has been the 
practice to test the 
lateral head of the 
gastrocnemius 
muscle first The 
patient is prepared 
for the test by 
getting him to don 
a pair of running 
shorts in place of 
his pants and 
trousers. He keeps 
on his outdoor 
shoes and his 
socks After a 
half-hour period of 
rest he is asked to 
stand up and 


























Fic. 2.—Geiger counter tube (type GM4) mounted for strapping steady himsel! 
on to the calf over **Na injection site with his hands 
igainst a suitably 
clearance of the “‘Na determined The ratemeter indicates placed horizonta! 
the gamma-radiation intensity of the injected mass of “*Na bar The injection 
emaining in the muscle at any one time and with the first is now made into 
reading taken to represent 100°, activity [he percentage his calf and the 
activity is plotted every 30 seconds on a logarithmic scale counter strapped 
with time as the abscissa (Correction is made for the on Readings are 
natural decay of the radioactive sodium, which ts occurring begun at once, re Fic. 3.—Subject ready for test 
approximately at the rate of 0.5°, every six minutes.) The cordings being 
slope of the resulting graph is an indication of the rate at taken every half-minute As soon as the clearance rate 
which the radioactive sodium is being carried away from the it rest is seen to be steady over a period of 3-4 minutes 
njection site. the patient is asked to raise the leg not under test clear 
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Fic. 4.—Normal subject Fic. 5.—Patient with claudication 
Comparison of records of *'Na clearance from the lateral head of right gastrocnemius muscle as obtained simultaneously by (a) 
plotting against time the log of the percentage activity remaining at the injection site, and (6) using a direct recording milli- 
ammeter connected to the ratemeter 
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of the ground so that he is standing on one leg. He is 
then asked to exercise by raising himself up on to the toes 
of the leg under investigation and down again in time with a 
metronome which beats every second. He thus completes one 
cycle of up on to the toes and down again every two seconds. 
He continues to exercise for two minutes unless stopped pre- 


ly pain When he stops he places both feet on the 


eround and remains standing at rest for a further few 


minutes until the resting ~'Na clearance rate is re-established 


The test for that particula yuscle is then ended A muscle 
n tl | vy another muscle in the same leg can then 
As h guide it is estimated that the amount of radia 
n [ t c Ire he two doses ol radio 
ctive sodiu used in testing two muscles will be about 
equal to tl cel 1 ‘ chest radiograph It h 
yeen the poli not t ive e than two injections ol 


dioactive sodiun 


on any one da 
ind not to retest 
intil eight weeks 
have elapsed. 
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| gives useful i 
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sure the work 
done by the patient 
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appreciably different from that of a normal patient; but 
as soon as the exercise starts, instead of an increase in blood 
flow there is a complete cessation of clearance, and as soon 
as the subject stops exercising (either because he is told to 
do so or because he is forced to by the severity of the 
ischaemic pain of muscle) the clearance of “‘Na Is re- 
established and there is a period of several minutes when 
the clearance rate is high (higher, that is, than the initial 
standing period rate). This high rate gradually subsides, 
until eventually the resting conditions are re-established 
(Fig. 5) 
Discussion of Results 

In the subjects with a deficient blood supply it is often 
noted that at the beginning of exercise there is a sudden drop 
in the counting rate preceding the period when no clearance 
occurs ; then as the patient tires towards the end of the 


‘ 


xercise period the counting rate gradually rises, sometimes 


ilmost to the pre-exercise level, until finally, after the patient 
stopped exercising, the counting rate falls again and the 
ost-exercise phase of rapid clearance is established. Occa- 


mally, if the patient with a deficient blood supply is able 
») maintain a constant degree of exercise right up to the 
id of the exercise period, there is a sudden increase In the 
sunting rate almost to the pre-exercise level after the 


patient has stopped exercising and before the phase of rapid 


At first it was thought that these changes might be ex 


lained t the sudden ejection of a large volume of venous 
blood containing radioactive sodium at the first contraction 
of the muscle with the reflux of this radioactive blood into 
the muscle at the end of the exercise phase. However, this 
expla on cannot be substantiated by experimental evi 
lence on the contrary, by using special apparatus consist 
ng of multiple counters surrounding the limb under test, 
in be shown that the sudden decrease in counting rate 


sometimes seen at the beginning of the exercise phase, the 
, 


e in counting rate towards the end of the exercise, and the 


1s 

sudden rise in counting rate after the patient stops exercising 

re due t ixial movement of the sodium source in relatio 

to the counter as the muscle belly moves with the contrac- 

ons [he contractions become less as the patient tires t 
ds the end of exercise (Fig. 6), and finally the muscle 

returns to its resting position when the exercise stops. 


Ihe physical characteristics of the recording milliammeter 


used in this work are such that its frequency response is 


nd consequently only the mean of these axia 

OV nts is recorded. When a more sensitive recording 
nt such as an oscilloscope is used with a higher 
quency response these axial movements can be demot 
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and cleared satisfactorily at home with antibiotics. No 
patient required admission to hospital and no patient 
died from the effects of influenza 
[he epidemic produced a fivefold rise in the volume 
of work in the practice 
Comparisons with previous 1950-1 
(influenza A 1953 (A), and 


n age distribution 


epidemics of 
1955 (B) show marked 


and rates of complic 


It is probable that each influenza epidemic has a 
pattern and character of its own, with a varying extent 
yf spread, age distribution, virulence, and complication 
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4 TRIAL OF PENICILLIN AND 
CHLORTETRACYCLINE IN 
FREATMENT OF BRONCHITIS* 


REPORT FROM THE CITY GENERAL HOSPITAL, 
SHEFFIELD 


The successful antibiotic treatment of acute exacerba 


tions of chronic bronchitis remains uncertain, despite 


+} _—- rp Ix if ' > 
the wide choice of theoretically suitable 


ivailable. The high incidence of bronchitis in this form 


agents now 
nd the high mortality rate resulting from the disease 
ike it essential to select the most reliable of these 
preliminary 
chosen drug should be 
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Moreover, the 


effective when given orally and its toxicity 


ww enough to permit safe domiciliary use The 
principal aim of this trial was to decide which of the 


cs, penicillin by injection and chlortetra- 


cycline (“ aureomycin”’) orally, was the more effective 
in the treatment of bronchitis. This paper records the 
ind teriologic esults obtained 
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gical findings in the 16 cases which required Five deaths occurred with each antibiotic ; otherwise 
itment were not significantly different from — the results showed that chlortetracycline was the more 
cases, with the exception of three penicillir effective agent and that it appeared to prevent secondary 
hi resis orms o nfluc é = > t 
ich resistant forn fH luenzae were infection with H. influenzae and other organisms more 
ndary infection with antibiotic-resistant orgat 
wunrapend oe orsign a readily than penicillin 
is much commoner in all cases given pen 
19) than those treated initially with chlor Chlortetracycline rarely produces toxic effects at a 
at of A dosage of 250 mg. six-hourly 
d t ’ is serological evidenc« We thank Dr. C. S. Darke, Dr. K. J. G. Milne, Dr. E. G 
ct flue 1 virus A in 10 patients, by Rhind, and Prof ri. 3 Harris for permission to study 
B t d by a virus of the patients ad d to u care We are grateful to Dr. E. K 
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; t “ i relapse In all 13 cases the average) five days followed by a further course ol oral 
vere s i The child started with a tetracycline Four of the severely ill children were given 
‘ e listless and dyspnoeic, and, ntravenous tetracycline and large doses of penicillin by 
eale essed d convulsions itramuscular injection « idmission, together with niketh- 
i 18 In six cases the ¢ l umide and oxygen, but all died, Apart from the children 
five id a cough, and tw who died, all except two responded to the regime described 
C O 2 of the child were ibove within two to three days The two exceptions were 
iH vas a presen 2 Ss pt ven ¢ l henicol instead of tetracycline and the tem- 
i i i one ‘ erature then settled within 48 hours As alre nen- 
1 he s common p ed of the children had severe anaemias and required 
en § | sits d tra ons | haemoglobin level was on the W 
n had ited te ture d e in four other cases, so oral iron therapy was instituted 
t | ‘ iV ngth tav in hospital was nine days 
h wo childre who were given 1 trans- 
1 furtl 10 5 
Complications 
O } ses ad » hos 5 died le 
a d ev ecove Ss, 1 was lett W i hen g 
d wa with a colla of 1 ye ¢ e I 
‘ S| " ] / les n id res ore 
P tI t flue Ihe child v sequent 
j . “ ted in convuls Ww 
vitchir e le i tl lv, which we trolled 
| [ I da € C she da yped a 
/ th i | g l 
t 6 Ss! 1dua d and « disc e rere 
5 t " ected S 2) 
€ d occ ] 
5 kK 4 S ad d re 
inh 5 that one ‘ 
lac 1 the child st | 
x iw vived aft 
C Discussion 
I 1 dir 7 j e 
Vit S C j 
j re Cc; ‘ . ‘ 
| < et of ' , 


Investigations and Treatment 





( k G j 
’ i A tk 
M P Vital S 
k \ 
| ' 
| hy 7 ilth 
] t) 
\ ' > " 
\ 
Ath - 
) * } 
VW 
vy 
Summary 
| i) 
‘ } gd ft ) yu 
iiuenZa ro | ! 
[he disea C I ] 
dd ) ts rapid I oT ( id e 
pauc f ph } n the chest. Dea amongst 





a 


Cu 








Fes. 1, 1958 


INFLUENZAL BRONCHOPNEU 


§ to 14 The post-mortem findings in two Cases are 
described. Two deaths occurred in previously healthy 
children and three in children with a pre-existing illness. 


Simons for the pathological ind 





4 WOMAN WITH THE STIFF-MAN 


SYNDROME* 


I 


RICHARD ASHER, M.D., F.R.C.P. 


( ui Middles Hospital, l 

\ cK il I progressive fluctuat 4 

) re i itv and spasm Nas recently Deen described 
F. P. Moersch and H. W. Woltman, of the Mayo 
( C * Still yndrome These were the 

x ls of an annotation in the British Medica 
lou that | was iding in January, 1957, when I 
tblz tney were a ¢ i description of the case of a 
yman whose extraordinary spasms had puzzled me ten 
p oO \ Luckily my ward sister remembered 
notes were traced and revealed that the 
had t d to suffer from “ hysterical spasm ” 
nicn a bled and deformed her till she had be- 
ol dridden cripple cared for in Leamington Park 
c annexe to the Central Middlesex Hospital 

Dr. A. Abc th, the physician in charge, kindly allowed 
oO re v¥ her case Evervthing fitted the description 
the annotation, and later the annotator himself came 
d agreed that this woman had the stiff-man syndrome. 


I wish to report this case (a) because I made the diag- 


osis ten yea e bh) because it appears to be the 
st case of stiff-m syndrome reported in England 
bec t shows that syndromes are sometimes 
ibelled hysterical for no better reason than that they 
el fficially described, even in this case where 
the patient’s hysterical spasms were so titanic (and that 
Is not I n it for tetanic) that with thei powel she 
bent a Smith-Petersen pin and fractured a steel plate 
id screws ; (d) because it shows the value of annota- 


tions in keeping physicians in touch with rarities and 

novelties ; and (e) because since I recognized the diag- 

osis the patient has died and the nec rOpsy findings are 
Case History 

\h sewife of 50 was admitted to hospital n May 1946. 

ibdomen, and back whicl 


painful spasms in her legs 
had been present for two days She gave a history of 
. fibrositis”’ for six years, treated at another! 
ital with physiotherapy, and for three years had had 
increasing back stiffness, which confined her to the house, 


punctuated by acute attacks of “cramps” in the abdomen, 
egs, and back similar to the one which brought her in, 

Examination showed a dull-witted, distraught woman who 
ly The muscles of her abdomen, thighs, 
and calves were rigid and hard. Her whole body was so 
stiff she could scarcely move At intervals acute spasms 
would come on her with tetanic severity. She would scream 
and sweat, clutching bystanders, contorting her limbs, and 
becoming pulseless for a while 


groaned continual 


*Il cannot avoid the paradoxical title; those who named this 
illness called it “ stiff-man syndrome ”—stiff-person syndrome 
might be a better name 

+Brit. med. J , 1956, 2, 1478 
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Apart from a generalized rigidity and these remarkable 
muscular spasms there were no findings except for a colo- 
stomy which had been done for ulcerative colitis eight years 
previously. She had had no bowel troubles since. 

She stayed in hospital a month. Every relevant (and irrele- 
vant) biochemical and radiological. investigation was nega- 
tive. Her spasms gradually became less and she was dis- 
charged on June 11. I wrote to her doctor, “I am unable 
to make a definite diagnosis in this case.” I made an in- 
definite diagnosis of spasms secondary to spinal arthritis 
with hysterical overla 


Iwo years later she was admitted to mental hospital 


4 
with depression and “troublesomeness.” The latter was 
shown by attacks of spasm and screaming A month afte 
idmission she felt her femur snap during a spasm. Che 


ray film showed a subcapital fracture of the neck and she 


s transferred back to the Central Middlesex Hospital 
where 34-in. (9-cm.) Smith-Petersen pin was inserted. The 
record that next day she was “very troublesome with 
emotional crises” and subsequent x-ray films showed gross 
defi ty with bending of the pin and a _ per- 
trochanteric fracture through the pin track. 
The pin was removed and a mail plate inserted Agal 
her troublesomeness continued, the deformity recurred, and 
the screw and plate were broken A third operation was 


done two weeks later, but gradually the gross adduction 
the right hip recurred. Many attempts were 
made to mol e her, but they provoked further spasms 
( She developed increasing varus deformity 
of the feet and her rigidity became worse than ever. She 
became a chronic case and stayed for five years in the wards 
rged to a geriatric annexe 

In May. 1955, she was readmitted to the Central Middlesex 
Hospital for 


dition worsening 


before being discl 


issessment The houseman’s note was: “ Con- 
Hysterical outbursts on little or no pro- 

ycation—hyperpnoea, rolling up eyes, clutching fiercely at 
bed, locker, or bystanders, voluntary rigidity of muscles with 
opisthotonos, becoming worse if soothed, gradually quieten- 


ing if ignored 

! was asked to see her, and wrote I am most interested 
to see this woman after nearly ten years Her condition 
seems ve much the same as when I last saw her I still 
feel there must be an organic basis for her symptoms 
1 sort « dystonia musculorum deformans but without 
movement.” 

\ psychiatrist was later called, and wrote: “ Whatever het 


difficulties are she appears to be completely lacking in in- 
sight and therefore psychologically inaccessible. It is ob- 


vious that her rehabilitation is a formidable proposition: 


she appears to have satisfied some emotional need in he 
illness I do not think that any psychiatric approach is 
likely to be effective and that her treatment is mainly one 
of general management, I feel the prognosis is bad.” 


The deformity of the feet induced by constant spasm had 
now produced a gross talipes equinovarus. This was parti- 
ally corrected by manipulation and plaster, and while in 
plaster she succeeded in walking a little with a stick, but 
when the plaster was removed the deformity recurré&” so 
in November, 1955, an arthrodesis of the left ankle was 
done and further attempts to mobilize her were made. These 
achieved little success, so she was transferred to Leamington 
Park, where they continued for another six months to try to 
get her up ll efforts at salvage were abandoned finally 
in August, 1956, when the house-physician wrote: “ Very 
difficult and uncooperative. Prefers to stay in bed. As this 
makes it much easier for sister and as the patient obviously 
does not want to get better, it is time we realized we have 
lost this battle.” 

Thereafter she remained bedridden—rigid and deformed 
but moderately content, provided she was not moved, when 
“hysterical” spasm would recur. 

Four months after therapeutic defeat had been openly 
admitted I visited her again because I had read the annota- 
tion mentioned above. The many tattered pages of notes 
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. d and condensed and physical examination was used to repair it For many years -the spasms were 
eated rhe story outlined here iS typical of the syn labelled hysterical. Six months before death a diagnosis 
lescribed by Moersch and Woltman, and physical of stiff-man syndrome was made because of the clear 
on Vv ’ evealing it hi been in reir Ses P ‘ ‘ 
: 1 Was as a id their ca resemblance to Moersch and Woltman’s cases. No treat- 
' 1 - the 1 < 
AIL the s lypertrophy of a aienteder ment did any good She died after a severe spasm, 
t ag trun [ l-like rigidity of these mi les 
— . onal . : oe 28 ind post-mortem examination showed muscular changes, 
dominal scles, and the muscles of the ¢ S 
which suggests this illness is some form of myopall 
ec ad SST) ssnaper e ties 
k id Vv 5 such d ee t e f the toot I lebted to Dr. A. Abdullah for his cou y in allow 
vas fa pwards o follow up this patient in his wards after she left n 
' ib, o : Dr. L. E. Lennard-Jones, fo neral st 
c is . eve 4 ( l S 
' : d Dr. ¢ Treip fc ! post-morte rep i 
t Mi scl 1 Woltm 14 ses had showr 
x t SCOP udi« 
i ¢ d id | € ondit ive the 
| enecnt No d nD ad K 
NI Art i's e he \ Sse h S Vi . 
sdical Memorand: 
s he dic iviecgical iviemoranda 
Ni C 
S j nti S 
ke ; head Fwo Cases of Bullous Chicken-pox 
The la fk tron mentioned s an occas 
of chicken-pox, it Is rarely seer These cases 
With D Abd } S i I 
est n that one aroused a transient tear of pheno 
¢ 19 \ d Pl ' — 
i ’ ilarming pic which eac 
a ) al ’ . t igh 
‘ iw j a i] d i he ght 
" 0 \ t 19S¢ i small housing e Surre 
' di to th h x lemic, a girl aged 8 irs, succes 
1 | } oO Cc } 
it »pe ed ti . h 
; i he 
¢ e he } i I cK C CAC | \ ‘ 
" We " S 2 kK c k 1a doze 
: »¢ ca d d kK ou ne ] 
S ( I ca p 
I € 
| Ay \ ent V xt 1 
€ we Seve discre 
| POCh ch 
ne x dg ag y i 
| N | e fluid j j 
( Cc ] t | h nded 
’ le d the appe n 
| H | | S _ nt t " 
Ss I .* i. Xu \ LA 
‘ , ” 
Post-mortem Findings , 
» ' 
\ ! | ed ull on, the pos 
j | c j ‘ pat ribn« 
the i ir phen the 
wed I | i t had seen accidenta 
\t lispens! Loc dressing with 
n ) uted nd tetrac 
Gh | k | d f reduc pt 
I t I A I } ! vas “ 
fifth of : I I ede 
£ ! d fhic t to close th tt 
| ( t iria d irine was eC m p ¢ 
t rela tI ! COT the oede S assumed 
tr sues surrounding t! 
N +} ) ¢ i | i ede 
| h B Ow ll the bullae had ruptured and 
pock <« d be scen in eacl f the raw eas 
~d 
Comment 
() | eventh day of ilne mproveme i | 
Tr} j } thic > +t ‘ 
I ha ibed tl ae ar Oedk ' ened and the denuded areas we lin 
} rt t d ma t . > ‘ ‘ 
I 1 make } , “ vithout vious secondary infection. By the i the 
f d e t x t P , 1 
cond week the patient was ambulant, and at four weeks 
1 rath fearful c > Th ed ' ——- ; ; 
‘ d o1 wo small cicatrices such may fre 
' " 
, . t guently ¢ found after an 1 ncomplicated ittack 
On Aucust 26, 13 days after the onset * firs tient 
Summary aa e « et in the first patie 
; | - ne broth iged | months developed bullae on both 
) ) r \Q ifte > from progr ve. fluct iting as : 
A won oO - red fre progre uve t upper eyelids, scalp, thighs, and one finger, with a heavier 
sc r rigidity and spasms for over I) years [he p of normal pocks on the trunk than his sister had had 
spasms caused a fractured leg and broke the steel fittings There had been no contact with the first patient from the 
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onset of her illness, and precautions had been taken against 
direct transfer of infection. 

Owing to scratching, secondary infection of the bullae in 
the second case was considerable and cardboard arm splints 
were required. Local treatment with cetrimide cream and 
svstemic tetracycline was maintained, and by the 28th day 
of his illness he was completely clear. Both he and his sister 
were afebrile during the period of observation, showed no 
signs of toxaemia, and had good appetites throughout. 

On September 5, 23 days after the onset of the first case 
and 10 days after the onset of the second case, the mother 
of these children, aged 28 years, believed not to have had 
chicken-pox, developed three groups of small soft bullae on 
the flexor surfaces of the left arm, forearm, and wrist, and 
one on the right forearm. These bullae were about 1 cm. 
in diameter except that on the wrist, which was 2 by 3 cm. 
There were no other bullae or pocks and no systemic dis- 
turbance The lesions responded rapidly to soaks of 
1 in 2,000 potassium permanganate, and by September 24, 
19 days after their appearance, they had healed completely. 

The mother believed that these lesions had arisen from 
contact with those of the second case, as they occurred on 


those parts most closely in touch with him when she held 





him in her arms for the frequent nursing attention required 
and the appearance was certainly more that of a direct inocu- 
lation than a systemic infection. 

(hroughout the present epidemic no similar case has been 


eported from this small housing estate or from a larger one 


nea t 
Tt econd of the cases described was cared for by my 
colleague. Dr. Phyllis Phipps, during my absence on holiday 
D. M. Keccetr CARDING, M.B., M.R.C:S.., 
General Pr tiioner, Dorking 


4 Case of Paget’s Disease of the Patella 

Paget's disease is by no means unknown in the patella, but 
in almost all cases in which it has been reported in this 
situation the disease has been widespread throughout the 
skeleton This was so in the cases reported by Packard 
t al. (1901), Sugarbaker (1940), and Gutman and Kasabach 
1936), The largest series referred to was that of Dickson 
et al. (1945), who found involvement of the patella in only 
The present case is of interest in that 
the disease process was confined to one knee-cap. 


4 cases out of 367 


Case HIsTorRy 
The patient, a man aged 46, complained of aching pain 
front of the left knee for three and a half months. There 
and the pain, of gradual onset and 


was no history of injury 


at first rmittent, had become progressively more trouble 
some 
On examination, the left knee was found to be warmer 


than the right. There was palpable enlargement of the left 
patella, but the knee was otherwise strikingly normal. A 
ray examination (see illustration) showed a hyperplastic re- 
action in the’ patella, and a tentative diagnosis of Paget's 
There were no symptoms related to the 
Other limbs, trunk, or skull, and x-ray films showed no 
lesion in any other part of the skeleton 

At operation on May 3, 1955, the left knee-joint was 
opened by a medial parapatellar incision. The naked-eye 
appearance of the interior of the joint, including the articu 
lar surface of the patella, was normal. The patella was 
excised and the extensor mechanism repaired with mattress 
Sutures of No. 30 linen thread, overlapping the ligamentum 
patellae over the quadriceps tendon. The limb was treated 
in plaster in extension for six weeks, the patient walking in 
the P.O.P. from two weeks after operation. Exercises were 
Started out of plaster on June 22, and by the end of August 
the patient had a fully mobile, strong painless knee. 


d sease Was made 


Ihe excised patella was submitted to Dr. J. E. Morison, 
of the Belfast Central Laboratory, who reports : “ There is 
very active osteoclastic absorption with numerous multi- 
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nucleate osteoclasts. In other areas there is very active de- 
position of bone, and osteoblasts are prominent on the bone 
trabeculae. Ackerman states that Pagetoid mosaic bone 
can occur in polyostotic fibrous dysplasia. I suppose it 
could also be expected to occur in monostotic fibrous dys- 
plasia, but I think there can be little or no doubt that the 
appearances are those of Paget’s disease. In no other con- 
dition is there such widespread absorption and deposition 
of bone within localized areas.” 

The sections have also been examined by Professor R. A. 
Willis, who writes : “ Although the mosaic pattern is not 














Lateral view of the affected knee before operation 


very prominent, the lesion is probably Paget's disease. I 
do not know of any record of this being confined to the 
patella.” 

Comment.—I have not been able to find a reference in 
the English or American literature to a case of Paget’s dis- 
ease confined to the patella. The present case is therefore 
distinctly unusual even if we concede that other parts of the 
skeleton in this patient may become affected in the future. 
Little is known about whether, or how, Paget's disease spreads 
trom one area of the skeleton to another. Is it a disease of 
multicentric origin ? Or does it spread directly from a single 
original focus ? Has the removal of the only evident focus 
in the present case entirely eradicated the disease in this 
patient ? Prolonged follow-up may answer the last question 
and provide a single shred of evidence towards answering 
the others. 

In the meantime this case provides a most unusual ex- 
ample of the distribution of Paget’s disease with a grati- 
fying local and functional result following surgical treat- 
ment, 

[Since this paper was submitted for publication the patient 
has died from an unrelated disease (coronary thrombosis). 
There was no opportunity for a post-mortem examinaticn 
or the proposed long-term follow-up.] 


I wish to thank Mr. R. J. W. Withers for permission to publish 
this case, and Dr. J. E. Morison and Professor R. A. Willis for 


their opinion on the sections 


J. B. Pyper, F.R.C.S.., 


Orthopaedic Registrar, Royal Victoria Hospital, Belfast 
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ipter on hearing Dr. Walsh draws attention to informa- 


Reviews tion obtained trom diverse disciplines such as that coming 


from telephone laboratories. From the point of view of 





the honours student of physiology the text covers the subject 
n breadth but not in depth. However, the insertion of an 


up-to-date and extensive bibliography of some 1,200 refe 


DIAGNOSIS AND TREATMENT OF 


INFECTIONS 


*nces gives the opportunity for more detailed studies of 





i7 nt of Inf B at ERR repr Sa , 
MA. MD« . MRCP (Lond) ‘ rece literature One omission noticeable is the lack of 
O B S Publ 1957 detailed description of the reticular formation Since 
I { ’ — Studies on this aspect of brain physiology derive mainh 
i. is a } , ; c 
: i "aie m countries outside the British Isles, this is perhaps under 
een ‘ ndable though regrettable 
: “eret > al " “- This book should be of interest to all physiologists 
s The second contains acco edical students, and clinicians. It s well produced, imply 
: : oy Seen ited, and contains, as mentioned above, a full dibdii« 
5 dia sin nfe s due he ' G. W. Harr 
I t hese chapters deals th ses 
h »v many whom recent advances 
' d the advent of such new entities RADIOGRAPHIC TECHNIQUES 


k ECHO, and A.P.( viruses may 1 have b Positioning in Radiograph By K. C. Clark, M.B.E., F.S.R 








ed. The third section deals with infections by syste Sever edition. (Pp. 655; illustrated. £5 5s.) Lond 
; bean : ‘ye , liford Ltd. William Heinemann (Medical Books) Ltd. 195¢ 
ne reference to their clinical features and an acct 
1 1 »> se t ition f hi vO >I] ) ns he hioh 
thods for their treatment with antimicrobic drugs and Ihe seventh edition of this work well maintains the higl 
nunization against them. when e of these eed s lard set by previous editions and incorporates the latest 
feasib Iwo brief concluding chapters are ot developments tn radiographic techniques. The sections o1 
, PUO l s translated as “ unknow but t é ches of angiography are admirable, and th 
tain”) and on the us ' plications of macroradiography are well set out in th 
. section Because of the increasing complexity f d 
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CARCINOMA OF THE BREASI 


fo-day in England and Wales there are probably 


about 25.000 cases of carcinoma of the breast, which 
neans that every family doctor has, on the average, 
least one of these cases to look after in his prac- 
one time. The problem is thus of ever- 
present concern to the doctor, and he may well 
\ hether it has changed during the last ten 
ears ther newer methods of treatment have 
pp! 1 old, and i 1 Outlook for the 
p to-day compared with yesterday Broad] 
1 that the indard methods of treatment 
. A ill the best, and the 
e pall lightly improve 
las S 
SI 142 I is | 1 mt 1 cont I 
) ¢ S for which dical 
yeen the standard operation for halt 
\ result ( rk in the Edinburgh 
schoo] vy method of treatment has been proposed 
f S 1 it claimed that this treatment 
equally effective in saving life, but does not lead 


the troublesome complication of swol 
ts in a simple masiectomy f 
The theoretical 


radiation to the lymphatic fields 


rgument in support of this less mutilating procedure 


pen to question, and, as no properly controlled 
series has been investigated, the matter might still be 
oarded as sub judice. However, the weight of evi- 
dence seems to indicate that the Edinburgh method, 


ve mav call it that, has not succeeded in establish 


‘If. Nevertheless, the difference in survival 


rate between the two methods is not such as to per- 
suade a student of the figures that radical mastectomy) 
must undoubtedly be the better treatment, so that it 
will probably be only after some years of carefully 
controlled inquiry, inquiry which has only recently 
been started, that this vexed question will be finally 
settled. Meanwhile it is usually a prudent course to 
adhere to the well-tried and trustworthy methods until 


the new have proved to be better 


McWw t R.,B J. Ra 1955, 23, 128 
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By contrast, some surgeons have sought to extend 
the field of operation so as to include the supra- 
clavicular glands and the mediastinal chain. Again, 
no properly controlled series is available for study, 
but similar evidence persuades most surgeons inter- 
ested in these problems that the extended radical or 
‘super radical” operations, as they are called, are 
unlikely to increase survival rates, will probably in- 
crease mortality, and sometimes cause much dis- 
figurement. For these reasons many surgeons con- 
clude that the standard operation of radical mast- 
ectomy is probably still the best treatment in the 
early case. This is not to say that simple mastectomy 
has nota place in the treatment of this disease. Simple 
mastectomy is of great value is relieving patients of 
an Offensive lesion when the case has progressed 
beyond the help of curative ablation. It is some- 
times practised for Paget’s disease of the nipple when 
no lump is palpable, but it is doubtful whether this 
is desirable ; it might be argued that, if radical mast- 
ectomy is indicated in the eariy case of established 

icer, it is equally indicated in Paget's disease, for 
there can never be a guarantee that the axillary 
glands have not become invaded. Simple mastectomy 
under a local anaesthetic may also be indicated in the 
elderly or in patients otherwise unfitted for a general 

The prognosis for recurrence after such methods of 
treatment is much the same as it was fiftv vears ag 
hen radical mastectomy first became widely prac 


tised The prognosis fol survival is. however. no 


\V 


somewhat better, because | 


fe may be prolonged b 
the administration of hormcnes in cases of hormone 
dependent cancer the five-year survival rate in 
patients who are found after radical mastectomy t 
have no deposits in the axillary lymph nodes is 
approximately 75 when the axillary nodes are in- 
volved the five-year survival rate is approximately 
50 For the ten-year survival rate these figures 
are reduced to approximately 60% and 25 

Certain problems in the management of these cases 
constantly appear. The first concerns the advisability 
of performing oophorectomy as a prophylactic against 
recurrence in women with cancer of the breast who 
ire premenopausal. Some evidence has been adduced 
which indicates that the survival rate might be 
improved by this means in young women. But 
the difference between those who have had oophor- 
ectomy performed and those who have not is not 
sufficiently striking to demand that it should always 
be done without considering other features of the 
case. While as a rule oophorectomy may usually be 
advised for premenopausal patients, it is worth re- 


membering that these patients have already had a 
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and of oestrogens for post-menopausal women, has, 


particularly for the latter, led to a prolongation of 
comfortable and worth-while life in many cases. 


In the last resort, the operations either of adrenalec- 
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Certain rare diseases such as Mauriac’s syndrome, 
in which the liver is enormously enlarged, may have 
such a hormonal basis, and the important observa- 
tions of J. Gillman and C. Gilbert’ suggest an associa- 
tion between the fatty liver of severe malnutrition and 
an imbalance of insulin, adrenal steroids, and thy- 
roxine. How far these findings can be applied to 
the general problem remains to be seen; they do 
indicate, however, a fresh approach to the patho- 
genesis Of at least one common variety of liver 
disease—namely, alcoholic cirrhosis. 

Of more immediate interest is the possibility that 
certain clinical manifestations of chronic liver disease 
may have an endocrine basis. Patients with portal 
cirrhosis, especially when it is associated with alco- 
holism, frequently exhibit characteristic skin changes 

spider naevi, palmar erythema, and curious white 
spots on the buttocks—which are also seen in preg- 
nant women. High levels of oestrogens are found in 
pregnancy, and these hormones dilate the endometrial 
arterioles, which have a similar structure to the spider 
naevus. The liver is known to inactivate oestrogens 
by conjugation with glucuronides, and attempts have 
been made to detect impaired powers of inactivation 
in liver disease. These have not always been success- 
ful. probably because of the inadequacy of present 
analytic techniques, but high levels of oestrogens in 
the urine have been reported,’ and the ability to meta- 
bolize injected oestradiol is impaired in some patients 
with cirrhosis. Nevertheless, it is not possible to 
correlate the skin changes with levels of oestrogen,' 
and there are certain observations which are difficult 
to explain on the assumption of such an association. 
While spider naevi can be produced by the admini- 
stration of female sex hormones,’ they are not seen 
in patients with carcinoma of the prostate receiving 
In addition, it is difficult 


large doses of stilboestrol 


to see how a purely hormonal mechanism could 


account for the well-known predilection of spider 
naevi for the upper half of the body. Apart from 
the skin changes there are a number of inconstant 
features of chronic liver disease which can be due 
nly to hormonal imbalance. Men _ occasionally 
develop gynaecomastia, as well as testicular and 
while amenorrhoea is not un- 


prostatic atrophy, 


common in women. Loss of libido, infertility, and 
changes in the distribution of body hair occur in both 
sexes 

The one constant biochemical finding in severe 
liver disease is a diminished urinary excretion of 17- 


ketosteroids,* * and it has been suggested that this is 
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secondary to suppression of pituitary gonadotrophins. 
The latter could result from the combined effects of 
malnutrition and oestrogen excess on the anterior 
pituitary, and such a dual mechanism might explain 
the more frequent occurrence of hormonal changes 
in patients with alcoholic cirrhosis, as well as their 
Lastly, there 


is the rather unusual group of young women with 


inconstancy in liver disease in general. 


chronic hepatitis, in whom signs of adrenocortical 
overactivity occur." In these patients, the history is 
one of mild jaundice and dyspepsia, insidious in onset 
and usually overshadowed by other features such as 
depression, severe acne, mooning of the face, reten- 
tion of fluid, and the development of hirsuties and 
striae. In addition to extremely high levels of gamma- 
globulin, suggesting some type of immunological 
reaction, adrenal glucocorticoids are said to be in- 
creased, and the tolerance for steroids is impaired. 
Prognosis is nearly always more favourable than the 
degree of damage to the liver cells would indicate. 
It is not yet clear whether this is a separate disease 
or a manifestation of infective hepatitis in a particu- 
lar age and sex group. The latter seems the more 
likely possibility, since there is often a previous 
history of hepatitis. 

An important problem of portal cirrhosis, still un- 
solved, is the way in which ascites is produced. Por- 
tal hypertension presumably dictates the site where 
the fluid accumulates, while reduction in the level of 
serum albumin, by lowering colloid osmotic pressure, 
may also be an initiating factor. It is thought, how- 
ever, that the perpetuation of ascites is determined 
by the intense and generalized retention of sodium 
that results, and that this in turn is maintained by the 
increased activity of certain endocrine glands.  In- 
creased amounts of the salt-retaining hormone aldo- 
sterone, for example, have been found in the urine 
of patients with ascites'" ; this could be due either to 
excessive production or to defective inactivation by 
the liver. It has led clinicians to consider bilateral 
adrenalectomy in such cases, and two patients with 
intractable ascites who were submitted to operation 
have been reported in the literature.’ There was 
some improvement, especially of sodium excretion, 
but ascitic fluid continued to form, and it was neces- 
sary to carry on treatment with a low-salt diet, ion- 
exchange resins, and mercurial diuretics. A more 
been to give the drug 


recent alternative has 


amphenone, which is related structurally to the 


synthetic oestrogens and is a powerful inhibitor of 


adrenal cortical function. The results in four 
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patients with ascites due to cirrhosis’ were some- 
what similar to those following adrenalectomy, and, 
although urinary levels of aldosterone always fell to 
normal, this was not necessarily accompanied by a 
Amphenone is at pre- 
sent difficult to obtain and it causes disturbing side- 


rise in excretion of sodium. 
effects ; in cases of severe liver disease it may pre- 
cipitate hepatic coma. Yet it may well have a place 
in the management of those patients in whom ascites 
is resistant to all other forms of therapy 

Retention of water and salt cannot be ascribed 
Other 


hormones—for example, oestrogens—have salt-retain- 


solely to the action of the adrenal cortex. 


ing activity, and these may be present in excess when 
the liver is damaged. J. R. K. Preedy and E. H 
Aitken 
influence fluid retention, especially when the hepatic 


showed convincingly that oestrogens could 
circulation was impeded. Evidence that antidiuretic 
hormone (A.D.H.) plays a part is more questionable, 
though increased antidiuretic activity has been found 
in the urine of patients with ascites As the cirrhotic 
A.D.H. normally, 


any increase in activily must indicate excessive 


liver is able to dispose of 


production 

At the Royal Society of Medicine meeting J 
Lee and G. W. Bisset reported high levels of A.D.H 
activity in blood obtained from the internal jugular 
vein of some patients with liver disease. Assay 
methods are extremely laborious and the quantities 
measured minute, so that a larger series must be 
awaited before the role of A.D.H. can be assessed 

The value of adrenal steroids in the treatment of 
liver disease remains to be discussed. It must be 
admitted that they play little part in the treatment of 
uncomplicated liver disease, either hepatitis or cir- 
rhosis. Occasionally steroids may be life-saving for 
patients with fulminating viral hepatitis, and they are 
worth a trial for patients with hepatitis which relapses 
They are also diagnostically helpful in deciding 
whether prolonged obstructive jaundice is due to 
intrahepatic cholestasis (“ cholangiolitic hepatitis ”) 
or to extrahepatic obstruction. In the former, a short 
course of treatment is usually accompanied by a fall 
in the levels of serum bilirubin and alkaline phos- 
phatase, with subsequent clinical improvement A 
fall may also occur in extrahepatic obstruction, but 
the serum bilirubin rises again when the steroids are 
stopped 
duction of bilirubin rather than a direct effect on the 


They appear to have an action on prc- 
obstructing process. Whatever the mechanism, this 
method should be useful in diagnosing the small 
group of patients with obstructive jaundice who give 


rise to clinical difficulty. 
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NEUROLOGICAL ASPECTS OF PULMONARY 
EMPHYSEMA 


In 1933 A. J. Cameron' described a young miner with 
severe emphysema who developed failing vision and 
papilloedema. No evidence of intracranial disease was 
found, and the ocular features diminished as the pul- 
Recent studies of the 
neurological complications of emphysema have clearly 
demonstrated that they arise from raised intracranial 
pressure consequent upon CO, retention.--* Indeed, the 
cerebrospinal fluid pressure is raised in normal subjects 
on breathing high concenirations of CO,. The cause of 


monary condition improved. 


the rise is not fully understood, but most authors agree 
that cerebral vasodilatation resulting from hypercapnia 
(Conversely, hyperventilation 
causes vasoconstriction and a fall in pressure.) This 


plays an important part 


rise in C.S.F. pressure, which often exceeds 300 and can 
be as high as 500 mm. of C.S.f 


of cerebral disorders in addition to visual disturbances 


. may lead to a variety 


and papilloedema, such as headaches, psychiatric upsets, 
drowsiness, and coma. They are most likely to occur 
in severely emphysematous patients during exacerbations 
of infection. Ordinarily, the respiratory features are 
dominant, but errors in diagnosis can easily be made in, 
for example, new patients presenting in a state of coma 
or Ssemicoma, in whom the whole range of causes of 
H. O. Conn 


and colleagues’ recently reported two patients in whom 


raised C.S.F. pressure has to be considered 


a mistaken diagnosis of cerebral tumour was made 
However, a review of recorded cases reveals that almost 
all were men over the age of 40 having long histories of 
chronic bronchitis and emphysema, in whom the neuro- 
logical features were precipitated by a superadded acute 
infection or by an episode of right-heart failure. The 
diagnosis should not be difficult, provided it is remem- 
bered ; it may be confirmed by the response to treatment 
and, if necessary, by estimations of blood oxygen and 
CO 

Treatment, which aims at reducing the tension of CO.,, 
consists essentially of antibiotics to combat infection, a 
low-salt diet, mercurial diuretics and digitalis to relieve 
cardiac failure, and oxygen. All of these can be easily 
administered except oxygen, which presents peculiar 
In the early stages of emphysema, hyper- 
ventilation compensates for the gradually diminishing 


problems 


effective alveolar surface. With more alveolar destruc- 


tion and obstructed air-flow, hyperventilation is not 
enough, and CO, accumulates in the blood, eventually 
reaching the point at which the respiratory centre 


to 


becomes unresponsive to it; the ventilatory response 
low blood oxygen, however, is unaffected. In_ these 
circumstances, oxygen therapy, by relieving the hypoxia. 
removes the only stimulus to hyperventilation which 


! Cameron, A. J.. Brit. J. Ophthal., 1933, 17, 167 
2 Simpson, T., Brit. med. J., 1948, 2, 639 
ibid., 1954, 1, 297 
* Akerren, Y.. Acta psychiat. neurol. scand., 1953, 28, 231 
> Davies, C. E., and MacKinnon, J., Lancet, 1949, 2, 883 
* Westlake, E. K., and Kaye, M., Brit. med. J., 1954, 1, 302 
7 Conn, H. O., et al., Amer. J. Med., 1957, 12, 524 
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remains, and in consequence respiration is greatly 
depressed. This in turn exaggerates the severity of the 
CO, retention and may lead to coma and death from 
CO, intoxication. If this threatens, oxygen must be 
given either intermittently or by means of a mechanical 
device which will ensure sustained respiration. Usually, 
intermittent oxygen therapy is all that is needed to tide 
patients over a few days while treatment of infection and 
failure takes effect. A suitable regime is 
CO, in oxygen for twenty minutes in 


cardiac 
5—6 litres of 5 
each hour, but these patients are often restless, mentally 
disorientated, and intolerant of interference, so that, 
whether the oxygen be given by face mask or in a tent, 
close supervision is necessary. If these measures fail, 
some form of mechanical respirator must be considered. 
On the whole, tank respirators have found little favour 
in this disease, mainly because patients tend to “ fight” 
against them. Probably the most effective machine for 
those in unrelieved coma is an intermittent positive- 
pressure apparatus of the Beaver or Oxford type con- 
nected to an intratracheal tube. Such treatment can be 
life-saving, but should not be undertaken lightly, because 


of the possibility of similar subsequent relapses 


FTUMOURS OF THE GLOMUS JUGULARE 


The glomus jugulare appears to have been originally 
described by G. Valentin in 1840,' but its existence was 
largely forgotten, and indeed denied.* until S. R 
Guild rediscovered it in 1941 
more of these small ovoid bodies which resemble histo- 


There may be one or 


logically the carotid body, lying in the adventitia of the 
dome of the jugular bulb or along the tympanic branch 
of the glosso-pharyngeal nerve (the nerve of Jacobson) 
or the auricular branch of the vagus (the nerve of 
Arnold) published in 1945 his 


report of a tumour considered to arise from the glomus 


Since H. Rosenwasser 


jugulare a considerable number of these tumours have 
been recorded. Before this tumours almost certainly 
of similar nature had been reported under other names 
F.C. W. Capps in 1944! 


haemangio-endothelioma of the middle ear, in which 


described two cases of 


re-examination of the sections some years later showed 
that they originated in glomus-jugulare tissue, and J 
Lubbers in 1937’ described a patient with a carotid- 
body tumour on one side and a tumour of similar histo 
logy in the middle ear on the opposite side 

The early symptoms of these tumours are usually 
iural, and this aspect has been reviewed by Capps,’ 
but they often cause more widespread neurological 
ellects, and occasionally the presenting symptoms may 
be due to impaired function of the lower cranial nerves 
Three recent papers have dealt with the neuro- 
logical manifestations. Tumour of the glomus jugulare 
is probably the most suitable name, but they are at 
times called tympanic body tumours, non-chromaffin 
paragangliomas of the middle ear, or chemodectomas 
(as they arise in a chemoreceptor organ). Pathologi- 
ally, they are extremely vascular and are composed of 


PULMONARY EMPHYSEMA ee, 19 

nests of epithelioid cells surrounded by a vascular 
stroma. They are in general very slow-growing benign 
tumours, but in three reported cases metastases have 
occurred,'” '* '' probably as a result of invasion of the 
lumen of the jugular veins, The tumours occur in adult 
life and are about five times as common in women as in 
men, unlike carotid body tumours, which occur about 
equally in the two sexes. There is some variation in 
the clinical picture, probably depending on the position 
of origin of the tumour in relation to the jugular bulb 
and on the routes of extension of the tumour, whether 
into the middle ear or into the posterior fossa or into 
both at about the same time. E. R. Bickerstaff and 
J. S. Howell'!' recognize four clinical presentations of 
these tumours. The commonest is by purely aural 
symptoms, increasing deafness, tinnitus of a pounding 
type, and bleeding from the ear in association with 
coughing and straining. Examination will show an 
aural polyp which bleeds profusely after attempted 
removal, or in some cases'* a small strawberry-like area 
is seen in the lower posterior segment of the drum. It 
is important to examine microscopically aural polyps 
unexpected haemorrhage during 
removal. In two further groups neurological symp- 
toms occur in association with the aural ones, either at 
about the same time or after an interval of ten years or 
more. The neurological symptoms are due mainly to 
lesions of the ninth, tenth, eleventh, and twelfth cranial 
nerves with, in many cases, a facial palsy in addition. 
More rarely the tumour extends forwards, damaging the 
fifth and sixth nerves, and in a few cases there are 
In the fourth group of cases 


in’ which occurs 


unilateral cerebellar signs 
the neurological symptoms are the presenting ones, 
though deafness is usually present and the diagnosis 
may be suggested by the characteristic appearance of 
the tumour behind the tympanic membrane and con- 
firmed by biopsy through the external auditory meatus 
In a minority of cases the tumour extends into the neck 
and can be felt as a pulsatile swelling high behind the 
angle of the jaw, sometimes associated with a palpable 
thrill and bruit. In patients who have unilateral pro- 
gressive lesions of the lower cranial nerves a glomus- 
jugulare tumour is a_ possible diagnosis. and aural 
examination and radiology will usually confirm the 
Kemp Harper'® has described 
In the 


diagnosis if it is present. 
the radiological appearances of these tumours. 


early stages with only aural symptoms sclerosis of the 
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mastoid and petrous region is the first change, but tomo- 
graphy may show irregular areas of erosion. When 
there is extension of the tumour the jugular foramen 
can be seen to be enlarged in the infero-superior view, 
ind there may be extensive destruction of the petrous 
pyramid and mastoid. Tomography is of considerable 
value in demonstrating the extent to which the tumour 
has destroyed bone 

reatment of glomus-jugulare tumours is difficult 
Though they are usually benign and slow-growing, they 
ire extremely vascular, and when there is an intracranial 
extension complete operative removal of the tumour ts 
impracticable. In the group with purely aural involve 


ment Capps states that haste in treatment is not impera 


tive, but that. when it becomes necessary, a radical 
tympano-mastoidectom) is the best procedure If the 
tumour recurs, it can be attacked by further surgery or 


radiotherapy. In cases of intracranial extension of the 


tumour, radiotherapy has been of value deteriora- 
tion of symptoms has been halted and signs of distinct 
improvement noted in the cranial-nerve lesions At 
present radiotherapy seems to be the most hopeful 
treatment for the patients who have an intracranial 


extension of the tumour 


LOW VACCINATION RATES 


In 1955 slightly more than a third of the babies born in 
England and Wales were vaccinated in the first year 
of life. The public were interested in protecting thet 
children against poliomyelitis and diphtheria, but evince 


their faith vaccination only when there 1s a scare ol 


smallpox \ similar state of affairs exists in Scotland 
There the vaccination rate varies in the cities and 
burghs from 82°. to 14°... and the counties show similar 


variation A group of Scottish medical officers of healtt 


ive tried to find the reasons for this great variation by 


survey of the methods used to induce the parents to 
sccept vaccination for their childre it covered over 
70 f the population This inquiry showed that failure 
» nouUly, or iccination delayed beyond the first year 
were nol the causes of the low figures sm ill iuthorities 
vere as effective (or ineffective) as the large ones in rela- 
tion to ther accination rates Some of the areas ol 
poor vaccination displayed posters aS a means Ol per- 
suasion, but in general posters were found to be of little 
C Neither the efforts of the idwite nor those « 
he child welfare centre seemed very effectual in pro 
ting accination There were, however, some smal 
pockels where vaccination was the accepted proce 
dure Ihe health visitor and the family doctor (the 
itter especially in rural areas) were the most effective 
npersuaders vaccination tended to be low where there 
is a Shortage of health visitors 


The public quickly learn to discriminate between facile 
propaganda and authoritative pronouncements, and the 
nost successful health education results from the per- 
sonal and intimate discussions of the doctor or health 


visitor with the parents. This seems to be especially true 


‘ 


iccinatior The whole history of vaccination has 


been unfortunate No procedure has been so bedevilled 
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by administrative interference, though some control was 
obviously necessary to promote a measure which is im- 
portant for the public safety, especially in the face of 
determined counter-propaganda. Its name (from vacca 

a cow) associates it with an animal not particularly 
hygienic in its habits, a point seized upon by the anti- 
vaccinationists, who attempted to frighten the popula- 
tion by depicting the vaccinated as acquiring certain 
bovine characteristics The violent recriminations 
between Jenner and his co-vaccinators did nothing to 
commend the measure. Besides this, the heavy hand 
of officialdom aroused revulsion to a measure that was 
uncomfortable and slightly disfiguring. Vaccination was 
offered free in 1840 and became compulsory in 1853: 
certain relaxations were introduced in 1907, and these 
immediately resulted in a fall in the acceptance rate 
[he rate has fallen again since all compulsion was 
removed under the National Health Service Acts 
For many years vaccination was closely associated 
with the Poor Law Board—a body that was intensely 
disliked—and was the perquisite of the public vacci- 
nators, who were usually the Poor Law doctors. There 
was much criticism of the way the work was done, and 
there were a number of official inquiries. In one it was 
idmitted that vaccination was associated with “ frequent 
evidence of unskilfulness, evidences especially discredit- 


ible in the case of a country which had taught vaccina- 


tion to the world.” Jonathan Hutchinson, when giving 
evidence before a Select Committee, stated that arm-to 
irm vaccination, not prohibited until 1898, had been 
issociated with the transmission of syphilis The train- 
ng in vaccination was given separately from. the 
ordinary curriculum in medical schools. The measure 
itself. despite the improvements in technique, is still 
issociated with particular dangers—though the most 
nportant could be almost eliminated if primary vacci- 
nation was undertaken in infancy. Even now it is one 
of the few measures in medicine for which the Ministry 
f Health officially sets out the precise procedure 


Yet vaccination remains a protection against a serious 


disease and can still be acknowledged as “ Jenner's in 
comparable benefaction to mankind.” The fear of 
smallpox is shown by the refusal of many Governments 


permit unvaccinated persons to enter their coun- 
tries. Infant vaccination has much to commend it, fo 
encephalitis is rare in infancy and also after revaccina- 


tion later in life 


Few people who have witnessed the 
reaction of a large population suffering primary vaccina- 
tion in adult life as a result of a smallpox scare wil 
deny that infant vaccination is more desirable. Vacci 
nation is typical of many of the unpleasant measures 
which the doctor must advise, often in the face of strong 
counter-propaganda But when the public must be 
educated to accept these measures no procedure cat 
possibly be as effective as the pronouncement of 

trusted family doctor, or a health visitor who undertakes 
the work for him. It is important that those people 
who advocate mass crusades for health should under- 


Stand this simple but often forgotten truth 


Hith Bull. (Edit 1957, 15, 70 

Hutchinson, J. R., in Report of the Ministry of Health for the ¥ 
March 31, 1946, 1947, H.M.S.O 
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WORKING OF A MOTHER AND 
BABY UNIT 


BY 


JOHN CRAIG, M.B., F.R.C.P.Ed. 
Professor of Child Health, University of Aberdeen 


AND 


ERIC McKAY, M.B., M.R.C.P.Ed. 

Revistrar in Paediatrics, Aberdeen Special Hospitals 
It has been recognized for some time now that infants 
avoid cross-infections if they are nursed in single 
cubicles, that most infants are better if they remain 
associated with their mothers, and that it is wise, if 
possible, to take the mothers into hospital with their 
sick babies. 

Since 1952 the new mother and baby unit in the 
Royal Aberdeen Hospital for Sick Children has been 
in action, and this article details some of our experi- 
ences in its working. The hospital is the only children’s 
hospital in the only large burgh in the North-Eastern 
Regional Hospital Board area of Scotland—an area that 
has about half a million inhabitants and around 120,000 
infants and children 

The unit is architecturally in two parts—one wing for 
twelve mothers and their babies, the other for infants 
without their mothers, this latter portion being in two 
suites each of ten cubicles, two containing incubators, 
which can all be seen from the duty room. Off the 
corridor joining the two halves are doctors’ rooms, a 
lecture room, a visitors’ room, and other accommoda- 
tion. On the approach corridor are three rooms for the 
registrars and house-physician. Each room for mother 
and baby measures 12 by 10} ft. (3.65 by 3.2 m.) and 
contains a mother’s bed, an infant’s cot, a built-in 
wardrobe, a nursing chair, a weighing machine, and a 
combined type of bath—basin. By a system of bells 
and lights the mother can get in touch with the nurses’ 
duty room at any time 

There are two bathrooms for mothers and three 
toilets, each with hand-basin to encourage hand cleanli- 
ness The mothers’ dining-room has small tables 
Adjacent to it is a small kitchenette equipped with 
electric cooker and refrigerator where the mothers may 
prepare extras such as hot beverages when they wish. 
Their meals are cooked in the main hospital kitchen. 
The sitting-room is bright, warm, and comfortable, and 
has a wireless set and bookcases ; a terrace outside can 
be used in the summer-time : there is a private telephone 
for use by the mothers 
A medical registrar and a house-physician 
comprise the junior medical staff. The nursing staff 
for the whole unit includes three sisters, four staff 
nurses, and 13 nurses in training. We have no diffi- 
culties in recruitment of nurses. 


Stathine 


Day-to-Day Care 

The day-to-day care and nursing of the babies who are 
accommodated with their mothers is carried out by the parent 
in close co-operation with the nursing staff. The mother is 
responsible for cleaning and tidying her room, for making 
her own and her child's bed, and for washing and drying 
crocker, used for her own meals. 

Bottle feeds are prepared by the nursing staff in a separate 
milk room, but the mother is expected to boil the teats. 
warm the feeds, feed the baby, and rinse the bottles after 
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use. The mother carries out the bathing and changing of 
the baby, and she is responsible to a varying extent for the 
administration of medicines, and even, after instruction, for 
the instillation of nose- or eye-drops. Weighing and test 
weighing are usually supervised. 

The duties of the nursing staff are largely supervisory and 
educative, apart from certain tasks which are not performed 
by the mother, such as surgical dressings, recording of 
the temperature and the pulse and respiration rates, the 
collection of specimens, and the administration of injec- 
tions. Individual tuition is being continuously given. The 
mother is shown, if necessary, how to bath the baby. 
how to care for the skin, how to clothe the child, and 
numerous other minor points in management. The prepara- 
tion of the feed is demonstrated when artificial feeding is 
newly begun, as well as how and why to sterilize teats and 
bottles. Breast- and bottle-feeding are supervised as neces- 
sary. The repeated encouragement and advice from medical 
and nursing staff do much to make the mothers more confi- 
dent and contented. A small library in the mothers’ lounge 
contains simple books on infant care as well as a larger 
selection of fictional and other literature. The possibility of 
tuition of the mothers by lectures has been considered but 
has so far not been adopted, the system of individual 
instruction being thought preferable with a rapidly changing 
series of pupils. 

Social Questions 


Social Mixing.—There has been daily visiting in the 
hospital for the last 10 years at a fixed hour in the after- 
noon, but the mothers can receive visitors at other times 
The fathers often visit their wives in the evenings. The 
mothers are free to go out at any time, and indeed are 
encouraged to take some exercise if they are fit—just as they 
are advised to rest in bed in the afternoon if they are breast- 
feeding and are feeling tired. Mothers from all social classes 
come into the ward. Living door to door, conversing 
together in the lounge, sharing the same table at meals may 
be the wives of farmers and farm labourers, ministers and 
parishioners, shipowners and fishermen. Included also are 
a number of unmarried mothers. and it is surprising how 
well all these people from varying walks of life and of 
widely different age and outlook intermingle and share work 
and worries. The common problem of an ill child provides 
a very firm bond between the mothers. 

Care of the Home.—The absence of the mother from a 
family, however small, causes a large hiatus which may be 
filled in various ways. The most simple situation is that 
where the father is not living at home, being at work else- 
where, such as in H.M. Forces or at sea with the fishing fleet, 
there being a large fishing industry in Aberdeen and the 
north-east of Scotland. In this circumstance the mother may 
find admission to hospital a relief from loneliness and 
monotony. More often the father is left on his own, when 
he may obtain his meals from neighbours or relatives o1 
may live entirely with them, or, according to his domestic 
capabilities, he may fend for himself. When children are 
left at home the situation is more difficult, but there seems 
to be no lack in most cases of relatives who are willing to 
accommodate the children. The grandmother is the person 
who most frequently fills the breach. Quite often. how- 
ever, the father copes with the situation himself, usually by 
taking one or more weeks’ holiday from his work ; alterna- 
tively, he may board out the children with relatives or 
neighbours during the day, resuming his responsibilities 
again in the evening. 


Survey of Admissions 

A brief survey has been carried out of all admissions to 
the unit since it was opened, the year 1955 being analysed in 
more detail 

Table I shows the steady rise in total admissions, the 
increase being due partly to the fact that the unit was not 
fully functional until October, 1953, but probably also to 
wider publicity and knowledge of the facilities available 
Several mothers were questioned regarding the source from 
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include all the usual reasons for admission of children under 
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Taste VI Vaternal Age* (Medical Cases Only) 


No. of Cases 


Age of Mother 
Baby Alone Mother and Baby? 


Unde ) years 20 6 (23-1) 
20-24 8 73 (47-4) 
35-29 79 44 (35-8) 
30 4 52 19 (26-8) 
§~39 28 5 (15-2) 
40 ve ind over 7 6 (46-2) 
Total 267 153 
*| 1ation not available in 10 cases 

Numbers in brackets express percentage of total admissions in each age 

seven (41.2°,) of 16 primiparae over 30 years of age did so 


compared with 95 (61.7°.) of 154 primiparae under 30 years 
Breast feedine (medic il cases only). Of the 275 babies 
alone, 20 (7.3°.) were breast-fed at the time of 


and & of these 20 were still breast-fed when 


admitted 
idmission 
discharged home, most of them being city cases where the 
mother attended hospital several times a day to feed the 
baby : two others in this group died and eight were artifici- 
ally fed. In the mother and baby wing 97 (62.6%) were 
breast-fed on admission and 62 (40°) on discharge. This 
fall is due mainly to cases admitted as feeding difficulty 
owing to poor supply, and to failure of establishment of 
breast-feeding in difficult cases transferred from the neigh- 
bouring maternity hospital Another major cause of failure 
was found to be pyloric stenosis ; of the 21 cases admitted 
with mother, 15 were initially breast-fed, but the supply 
failed in hospital in six of these, while a seventh case was 
only partly breast-ted on discharge and was artificially fed 

week later. Thus there was failure of well-established 
breast-feeding in almost half the cases of pyloric stenosis, a 
figure not rivalled by any other illness. It is postulated that 
while maternal anxiety may partly account for this, at least 


as important is the period of approximately 48 hours during 








which breast-feeding is discontinued Failure of breast- 
feeding was due to: 
. 
Failed establishment of breast-feeding 12 
Admitted as feeding difficulty with insufficient milk 9 
Py ic stenosis. with failure of milk supply 6 
Maternal breast abscess I 
Thrush stomatitis I 
Congenital heart disease l 
Various diagnoses with failure of supply 3 
Various diagnoses with breast-feeding discontinued on maternal request 2 
{nalysis of Cases Transferred from Maternity Hospital 


for Establishment of Breasi-feeding——Forty cases were 
transferred from the neighbouring maternity hospital during 
1955 for establishment of breast-feeding, either premature 
babies or full-term infants where difficulty had arisen 
Twenty-eight babies were premature and 12 full-term. The 
mothers from the rural districts seemed to be more willing 
than the city mothers to spend those extra days in hospital, 
12 county and 28 city mothers being transferred compared 


tO 


the total maternity hospital deliveries of 715 rural and 
2.670 city patients—that is, 1.7%, of all the rural mothers 
and 1.1 of all the urban mothers. Breast-feeding was 
successfully established in 20 premature and 8 full-term 
babies, an overall success rate of 70 It is felt that this 
figure is actually higher than it should be, and that perhaps 
of the more difficult cases are not being transferred 


y I 


Ome ¢ 


Conclusions 

Now that the mother and baby unit has been in use for 

number of years, we may survey the advantages and 
disadvantages. On the credit side there are benefits to the 
child, to the mother, and to the medical and nursing staff. 
The child is protected from cross-infection. he is able to 
continue breast-feeding, and his familiar environment is 
largely preserved. The mother is able to share the child's 
illness and to partake of his hospital experience so that 
when recovery takes place she understands better all that has 
been involved, and knows that she has played some part 
in his care The mothers also learn much about infant 
management during their stay in hospital, and they benefit 
from the opportunity to take adequate rest and relaxation 
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Doctors and nurses, from close contact with the mothers, 
learn better to appreciate the outlook of the mothers and to 
understand their worries and problems. We have gained a 
greater understanding of the social and emotional aspects of 
medical practice. Difficulties have been surprisingly few 
the main ones have been those of ensuring that the home 
continues to function while the mother is in hospital, and in 
this respect we have been assisted greatly by our hospital 
almoner, who meets all these mothers. 

As regards the future, we feel that we would certainly 
wish as at present to continue admitting the mothers of 
young babies, but at least as great a need is felt for accom- 
modation for mothers of children of pre-school age 





MEDICAL SCHOOL FOR RHODESIA AND 

NYASALAND 
A medical school should be established at the University 
College of Rhodesia and Nyasaland, in Salisbury, with the 
new African hospital at Harari as its teaching hospital. This 
advice is given to the College by its planning committee 
in a first report The committee, which was appointed 
eighteen months ago under the chairmanship of Mr. I 
FARRER-BROWN, director of the Nuffield Foundation, was 
asked: 

“ To advise the University College of Rhodesia and Nyasaland 
on the desirability and practicability of establishing a medical 
school as an integral part of the College; to prepare proposals 
for the training curriculum, postgraduate training, the research 
facilities, the building, equipment, and staffing required, includ- 
ing those required for a_ suitable teaching hospital, and 
other centres for clinical facilities; to prepare estimates of the 
capital and recurrent costs involved and a phased time-table for 
development; and to make any other proposals and suggestion 
for the development of medical education and research under the 
auspices of the College.” 

The other members of the planning committee, besides 
the chairman, were Professor W. MELVILLE ARNOTT, pro- 
fessor of medicine, University of Birmingham : Professor 
lr. H. Davey, professor of tropical hygiene, University of 
Liverpool ; Professor P. B. MEDAWAR, F.R.S., professor ot 
zoology. University College, London ; Professor R. MILNES 
WALKER, professor of surgery, University of Bristol: Pro- 
fessor A. D. M. GREENFIELD, professor of physiology. 
Queen’s University of Belfast; and Miss Honor SmiTH, 
reader in medicine, University of Oxford. The committee 
visited the Federation’s three territories last April, and 
received written and oral evidence from numerous indivi- 
duals and organizations. The College authorities state that 
they are now considering the committee’s recommendations 


Need to Build Soon 

Not only does the planning committee warn the Federa- 
tion that it will fall behind other comparable communities 
‘unless it includes a medical school in its plans”; the 
committee recommends that the school should be established 
soon. There is a need to train doctors locally, states the 
committee, and also both the need and opportunity for 
research, Even if a beginning were made at once, it would 
be ten years before the first students would become regis- 
trable as doctors, as building and the recruitment of staff 
would take at least three years, and the undergraduate 
course a further six or seven years 

Stressing the importance of high standards, the com- 
mittee “regards it as axiomatic that the medical school 
should provide a course of university standard leading to a 
qualification which is registrable by the General Medical 
Council.” Such a school, with an intake of 25 students a 
vear, would require a capital expenditure of £1m. and 
an annual recurrent expenditure of £250,000. Although 
the committee recognizes the choice of Harari Hospital for 
the school’s teaching hospital as not ideal, as the hospital 
is seven miles (11 km.) outside Salisbury, this is thought 
preferable to having the hospital at Bulawayo, some 220 
miles (354 km.) away from Salisbury and the College 
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in October 26, 1957 (p. 995), we printed the last supple- 
nt (dated Octobe 1957) to the consolidated list | = 
pproved names” selected by the British Pharmacopoei NEW HEEL PAD FOR PREVENTION OF 
Canminion. ‘Yhe'taw sengitnant, ditel Tetanty. 15 ISCHAEMIC ULCERS 
printed below D \. POTELIAKHOFF, senior medical registrar, St. Ma 
his list is unusual that it includes 12 synthetic narcotics Abbots Hospital, London, W.8. writes: Ischaemic ulcerat 
r ’ de ternational control but are not available of the heels is an infrequent complication in comatose 
therapeutic agents These drugs are indicated by the irtertosclerotic, diabetic, or paralysed patients, but when 
d “ Narcotic n parentheses in the column provided fo spite of all nursing care, the heels break down, a serious 
ef tes 1 the f se of each drug. Communications problem arises As a prophylactic measure a new type of 
ipproved names” should be addressed to the protective heel pad has been devised and found by experi 
ecreta British Pharmacopoeia Commission, General nent to be simple in use, time-saving, and effective It 
Nled ( nc Office. 44. Hallam Street. London. W consists of a shaped sorbo rubber appliance - in. (2 cn 
thick, perforated for ventilation. which fits the heel and 
, nalleolt as shown In the photograph. The outer surface and 
§ ’ , 
edges are covered wit! i thin sheet of rubber to ensu 
longer life and to 
‘ ) N N , 
llow sliding move 
4 xy-6-dime , 4 N ‘ ments of the foot 
. ’ ‘ . e : The pad jis held in 
Acetate 6-dime ‘ : 
4-diphe eptan-3 place by two l-in 
Dime 0-4: 4-diphe (2.5-cm.) straps 
ep i 
Diphenyl-(4-piperidyl)methar Sec e used which lie flat 
, : . . igainst the skin 
. Acetoxy-6-dimethylamino-4 Nar The ippliance 
+. ane should pe used 
A f 3-6-dimethyla 4 
Fp wae! without loss of 
6-Dime , $:4 ¢ es al ‘ 
me cases Ol 
pta 
B >.(4. Br € \ coma, Of pal SIS 
‘ ‘ ft the legs, in bed 
4-Br ‘ ‘ 
‘ e dde patients 
‘ \ n \ 
: a D t defective 
4 e! 1Ood st pply to the 
, D feet, especially I . 
5 : ‘ 
r B 4 diabeti ind 
( vatients with threatened gangrene The feet are cared fk 
ire er tie 
H Ster r treatme n the usual way, and after they have been washed, rubbed 
a ce : om with spirit, and powdered the heel pads are applied without 
N te tate " 
+A yisoxa Treatment , inderlying dressings, except where an ulcer has alread 
> nat m formed Provided the st ips are loose there s no dang 
D svreee Tra P of pressure on the dorsalis pedis artery 
Dib - lo test the efficiency of this heel pad a controlled exper 
Dime 6-Dimethyla 4:4 ‘ ent was carried out in four medical wards totalling 120 
M beds for a period of six months. In two wards conventiona 
Dir Diph < $ Y : 12s Were applied as necessa while in the other two wards 
i eridyl ethe the sorbo ubber pads were used as indicated above 
‘ f (2 roxyethoxy) Nar Ischaemic ulcers developed in nine patients during that 
: tetvi.2-hy : ; . period—four in the group using sorbo pads and five in the 
exy é r ‘ ner ' r 
4: 4-dimet era control group. In the former group one ulcer was present 
“ ate before admission and one occurred in a Woman who was un 
e D . phir . 4 we cooperative ind refused at first to wear the pads She later 
lid the iro ride hir ffe +t o > > 
: D wy ne ny . — : consented to wear them, and the small ulcer healed rapidlys 
Vian IT 6 ( roet? arryin< i ntineopia A " 
é eoxy-D tat t ‘ In two other patients the pads were not put on immediately 
, aoe g fs the cihydr sia yn admission, and the damage occurred in the short interim 
Methvidesor é et -deoxymorp e Je , 
period. To sum up, no ulcers occurred in patients in the 
Metor Dihydromethy!morphi trial group except if the damage had already taken plac 
Mivr ¢ M ~ste f ben r P 
7-H ' ) ' 4 Treatme f senile before admission or if the pads were supplied too late. In 
. steoporosis and this connexion it is considered that the cutting off of the 
aN : roste ’ ative ea e 
73-1 xyoestr-4 ‘ f erable ma blood supply to a part for even a short period can result in 
Dura the phenyipr ey Cam gangrene. In the control group three, possibly four, prevent 
I mate ‘ ‘ 
Dihydr rox te e Analge ible ulcers developed These figures are not large enough 
the ro nh slike effe » 
-. ¢ i snes c to be of statistical significance, but they do support , 
Yihvdr ronymorohinons ~nein’ 
-( 3- Dime , r Atara clinical impression of the usefulness of the pads 
The pads can be cleaned with soap and water and 
Spa tC . , 1 
B 5 terilized with antiseptics. With care they will last for ove 





ene “ar WW worth the moderate initial outlay They 
'.) . : irc obtainable from Messrs John Bell and Crovder 
I Acetyld e Analge SO. Wigmore Street. London. W.! 





= 1. . n I am grateful to Sisters Bennet, Moyse, Richards. and Whi 

ord for their valuable co-operation My thanks are also du 

eR M H. A. W. Bond, of Messr John Bell and Croyden. who 
dvice on the construction of the pads has been of great hel; 
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Hypoglycaemia and the Mind 


Sir,-I read your leading article on “ Hypoglycaemia and 
the Mind * (Journal, January 18, p. 150) with special interest, 
because many cases with indefinite symptoms for which no 
obvious cause can be found are referred to me with the 
diagnosis of spontaneous hypoglycaemia. In the majority, 
investigation under proper conditions of diet reveals no 
abnormality in carbohydrate metabolism, and the diagnosis 
of hypoglycaemia is found to have been made as a result 
of a failure either to appreciate the limits of a normal blood- 
sugar curve or the difference between total reducing and 
absolute glucose values. In this connexion it would be a 
good thing if pathologists were to state on blood-sugai 
reports not only the time of day at which the blood was 
taken but also the method of blood-sugar estimation used 

In my opinion the rather low figures which are sometimes 
found in patients labelled functional spontaneous hypo 
glycaemia are usually not responsible for the clinical picture, 
but only a common finding in association with certain types 
of emotional disorder, and I have found good psychotherapy 
sometimes more effective than low carbohydrate diet or 
buffer meals in correcting the blood-sugar level. Indiscrimi- 
nate blood-sugar curves are no substitute for a careful 
history which would have revealed the true cause of the 
troubie— namely, petit mal—in the last two cases of so-called 
spontaneous hypoglycaemia who came to see me, complete 
with the usual bundle of biochemical investigations.--I am, 


London, S.E.5 WILFRID OAKLEY. 


Respiratory Infections in the Family 

Sir,— The authors of the paper on “ Family Studies of 
Respiratory Infections * (Journal, January 18, p. 119) surely 
deserve congratulations on an exemplary and painstaking 
study of a most important subject. As a throat and eal 
surgeon I was particularly interested in Table XVIII and in 
the comments on this at the end of the “Summary and 
Conclusions.” Many readers will be left with the impres- 
sion that the figures prove the futility of tonsillectomy in 
these cases, at least from the clinical point of view and so 
far as the disorders listed are concerned. 

It seems to me that the reverse can be argued equally 
well. The children whose tonsils had been removed cannot 
properly be compared in this connexion with those whose 
tonsils remained. It is reasonable to suppose that the former 
group was more liable to these disorders prior to operation 
than the latter and that it was this increased susceptibility 
which determined the decision to operate. Is it not a logical 
inference that tonsillectomy—and/or removal of adenoids, 
no doubt—had succeeded by rendering these children no 
more liable to the disorders studied than the erstwhile 
healthier group in which the question of this operation had 
not arisen ?—-I am, etc.. 


London, S.E.1 L. F. W. SALMON 


Sickle Cells and Salmonellae 

Sir.—-Your annotation “Sickle Cells and Salmonellae ’ 
(Journal, December 28, 1957, p. 1537) should stimulate 
interest in the curious and puzzling association between 
sickle-cell anaemia and salmonella infections. On reading 
it | was reminded of a paper by Cuadra’ in which he records 
that patients suffering from Oroya fever (the haemolytic 
stage of bartonellosis) have a peculiar susceptibility to 
salmonella infections, and it would be interesting to know if 
there are records in the literature of salmonellosis com 
plicating other forms of haemolytic anaemia.—I am, etc.. 

canton WM W. H. JOPLING 
REFERENCE 


Cuadra, ¢ M Texas Rep. Bic Med i956, 14. 9 
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Wheat, Antibiotics, and Intestinal Symptoms 


Sir,—The unpleasant gastro-intestinal symptoms which so 
frequently follow treatment with chlortetracycline, and less 
frequently with the other antibiotics, have been attributed 
to many causes. An unsuspected aggravating cause of these 
symptoms is the eating of wheaten products. I have now 
observed five cases in whom the eating of bread excited 
severe cramp and diarrhoea, associated with a sometimes 
remarkable degree of intestinal flatus. In all cases pruritus 
ani was also present, but appeared to be unrelated to the 
eating of bread. The effects of eating wheaten products 
were related to the amount eaten, and each patient was able 
to find for himself the amount which could be tolerated. 
This condition is similar to the intestinal carbohydrate 
dyspepsia described by Hurst.’ It is a simple matter to test 
this possibility as a cause of the symptoms, and one may 
be able to give the patient complete relief by restricting the 
amount of bread eaten.—I am, etc.. 

London. N.W.3 J. Pepys. 

REFERENCE 
Hurst, A., British Encyclopaedia of Medical Practice, 1937, 4, 370 


Fatty Liver of Endocrine Origin 

Sir.—One of the experiments described by Drs. Joseph 
Gillman and Christine Gilbert in their paper on the fatty 
liver of endocrine origin (Journal, January 11, p. 57) shows 
that prolonged treatment of hypophysectomized baboons 
with cortisone can result in intense fatty infiltration of the 
liver. This prompts us to draw attention to the finding of a 
fatty liver in a case of Cushing’s syndrome. The case was 
reported to the 
September meeting 
of the Association 
of Clinical Patho- 
logists. The 
patient was a 
woman aged 42 
years and_ there 
was evidence of 
great overactivity 
of both the adrenal 
cortex and the 
pituitary. (Daily 
excretion of  17- 
ketogenic steroids Section of liver stained for fat with Sudan 
4 I The central vein is shown and a 

portion of the portal area (x 50). 








was 110 mg. and 
the patient was 
deeply pigmented.) An operation for adrenalectomy was 
carried out and it was noticed that the liver appeared 
abnormal. A small biopsy was taken which on section 
revealed a very considerable fatty infiltration (see Fig.). 
There was also a slight but definite increase in the periportal 
fibrous tissue.—We are. etc.. P. N. COLEMAN. 


Northallerton. Yorkshire 4. W. B. EDMUNDs. 


REFERENCE 


Edmunds, A. W. B.. McKeown, K. C.. and Coleman, P. N J. clin 
Path., in press 


Plasma-cell Mastitis 


Sir. Mr. B. N. Colabawalla is to be congratulated on his 
report (Journal, December 7, 1957, p. 1352) of a typical case 
of plasma-cell mastitis which came under his observation 
The paucity of cases recorded in the literature to date sug- 
gests that this condition is still continuing to pass unrecog- 
nized more than a quarter of a century after its original 
description 

The clinical picture was brought to light by Dr. Max Cutler 
in 1931 following a study of 10 cases from the records of the 
Memorial Hospital in New York, and it was sufficiently character- 


istic to establish the condition as a clinical entity The aetiology 
was clarified by Rodman and Ingleby.’ of Philadelphia, in 1939, 
who claimed that it was a chemical irritation of the periducial 


tissues caused by products of lactation which had been retained 
in the milk ducts of the breast. They were able to reproduce the 





280 Fes. 1, 1958 CORRESPONDENCE BRITISH 


MEDICAL JOURNAL 


7 perimentally Dy injecting pancrealize d milk other devices have crevices difficult to clean. Those moulded 
tin rabbits and pancreatic extracts into U to the individual patient’s hands are to be preferred, but if 
ctating bbits. In 1941 long with Dr. M. B professionally made by a three-stage process they are costly 
dock I | 24 es of pl ell mastitis {ro Plastic wood is also used, but hardens too quickly, is apt t 
M ; i ¢ "t ay oe pa chip, and enamel or lacquer finish flakes off A materia 
Dr. ¢ ee geod ‘ was therefore sought which could be moulded by the patie 
. get ae ; d aaa gripping the handle in actual use, and which once hardened 
. ea would present a clean smooth surface sterilizable by boiling 
, nye ‘ eristic clinic equence of plasma-cell mastitis is ind resistant to detergents and weak acids and alkalis likely, 
‘ ‘ visod 1on-lac ng fen to be found in food Vinagel ” has been found to be most 
followed discovery ol imp Searin satisfactory for the purpose. It is made in two grades, sof 
i x . patents, Bows VG116) and hard (VG118), the softer being preferable. It 
I n and ; $s white, and, being of the consistency of plasticine, it can be 
, ‘A = hon “. ins ‘tole i : noulded at leisure and smoothed off, retaining the maitr 
: : vical 86O mpressions of the patient’s grip. The article is then heated 
otic , 1 an oven at 150-160 C. for 20 to 30 minutes. The handle 
who inte A path ccustomed t& comes out a cream colour and has a slight resilience like 
diff yetween plast C mas Imag hard rubbe Handles of table-ware made in this way have 
ozen sectior dint ority ol emained unchanged after several months’ use in the ward 
d dentify the conditio Ce with routine washing-up. Heating was done in ovens used 
W dg fami te ss ; for the sterile syringe service, but it can easily be done in a 
( " ‘ . 7 ‘ domestic oven by anvone 1 am informed by the gas con 
: . sat Volk tasates pany that the approximate oven setting would be “C” o 
‘ atienalionie med hie error can be oided >—3, but it can easily be found by trial and error. Under 
mac ‘ d d cooked, the handle will not be set : evercooked. it will turn 
‘ . j 1 pe “ 
listrit ‘ I nol ne ste I ndebted M R. Patterson, Curator. Castle Museu 
wavs found and \ ontain ¢ sna York. for bringing vinagel to my notice to Vinatex Limited 
In plasma-c : : an ™ Devonshire Road. Carshalton, Surrey, for a sample supply; and 
i not d le o™M \. G. Deeks, Chief Pharmacist, City Hospital, York. fo 
There ts » evidence to suggest t piasn ce mastitis ts ¢ use of sterile syringe service ovens and for testing the hand! 
ted it av w to malignant disease. and treatment should d n icids, alkalis. etc 
conservative. Until now the majority have felt that n | am, ete 
special treatment is indicated in the early inflammator York E. GorDON WILKINS 
tage and that in the later stage, after the diagnosis has beer 
tablished by biopsy, local excision of the lump is all! that N-Phthalyl Glutamic Acid Imide (K 17) 
s required No harm has resulted where part of tl 


Sik.-We read with interest the paper by Drs. J. Me¢ 
Murdoch and G. D, Campbell on the antithyroid activity « 
N-phthaly! glutamic acid imide (K 17) (Journal, January 11 


exudate has been left behind after local excision, ind radica 
gery is definitely contraindicated especially in the acute 
ige of the disease 


| 949. Dr. Cutler rep rted yn which I m p. 84). for we too have begun a similar investigation using 
ni e epo! a ca I Vi ! cK t 
i n which ver ipid regre , f the mass in th similar method Drs. Murdoch and (¢ ampbell suggest that 
nente< whic ery fe gress ) C i the : 
had followed therapy b rradiation and suggested t would seem unjustifiable to use the drug for long-tern 
east Nad fronowec 4 £ y y ifradciat iggestec 


liation should be tried in tl icute stage with sedative or hy pnotic therapy, pending the results of a more 
tnat rradiation sn < e ie I ¢ ic e age Vv f 

1abl xpectation that the lesion Id regress and detailed study of its long-term effects in a larger series of 
sasonadie e€ ectanvion at Me esic wou egzre il i 





: me more localized. thus facilitating surgical removal patients, and notably those suffering from mild or mode 
» remnant. He also suggested the possibility that irradi itely severe hyperthyroidisn 
at slone might suffice to resolve the lesion. In 1950 By good fortune we began with hyperthyroid patients and 
ne this report. I referred narried woman of 28 our results are therefore complementary to theirs. We are 
ears. mother of one child. with typical plasma-cell mas not yet ready to pronounce a final judgment, but our pre 
tis of the left breast. confirmed by biopsy, for irradiation nary results suggest that the effects of the drug on the 
ipy. The condition regressed rapidly and there has been ptake of 1 adioiodine in thyrotoxic patients, using single 
na ll Sa aaelannicnden Te sty ahabe vente. The breast doses of 100, 300. or 400 mg.. O1 divided doses of 300 mg. a 
. . somewhat shrunken and the overlying skin J for five days are negligible compared with those of 
ie atic as a t he irradiat carbimazole We cal confirm, as a result of experienc 
WwW 2 have. therefor two means wherebvy this condition n still meagre, the sedative effects ol the drug and the absence 
re ed. surge 1 irradiatior \ third possi s ol f angOve! Dut is it not a itttle unfair to describe as 
se of s id I ves, The causal irritant in plas de-effects ~ these actions for which the drug was intr 
7 a ape . hemic , ' d We a etc 
» th ld d ¢ deriv RAYMOND GREEN} 
~ ’ st : s ( NW HELEN FARRAN 
t : hes n es ec V ble d 
d ae nt ted to } the ts it Recovery after Long-term Depressive Attack 
ha : i tC Sir.—Dr. G. M. Woddis’s article (Journal, December 14 
C. D. L. Crom S7. p. 1412 nd Dr. | lr. Thorpe’s letter (Journa 
D ber 28, 1957, p. 1542) show not only similarity fron 
ps hiatric pe t t view of the cases described but 
: ~ - far as stated—fr the physical point of view, a 
, th itients, though over 60 at the time of their recovery 
I lisplayed n¢ igns of arteriosclerotic changes No more 
la t the hysical condition, though biochemica 
Moulded Handles for Disabled estieations. fi <ample of the behaviour of the internal 
S Expanded han d sj nd specially the thyroid, during the period of illness 
d patients with weak eg def d hand nd after t COVE suld be of gonsiderable interest and 
hy nditior } n f tip | haps help to elucidate the cause of their disord 
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The World Health Organization’s recent study group on 
schizophrenia is reported’ as stressing that “* psychiatric 
h is not a luxury,” but absolutely essential to produce 


resea 
advance in treatment and prevention, not only in schizo- 
phrenia but of all mental disorders.” Modern treatment in 
psychiatry proves the dependence of the state of mind upon 
the balanced physiological function of the brain, which 
func in its turn depends on the balanced state of health 
of the subject. 1 believe that facilities must be given in 
future for the mental hospitals to pursue investigations at 
least to the same extent as done in other hospitals. The old 
Ron proverb “ Mens sana in corpore sano” has lost 
noth of its truth lam, etc 

B ERNEST E. FELDMESSER-REISS 

REFERENCE 
D 18 
Portable Oxygen Therapy 
Su Dr. E. J. Moran Campbell (Journal, December 28 


5 n. 1518) suggests that cyanosis on exertion be used 


sure ol terial hypoxia when deciding. in the 
sence of full physiological studies, which patients witl 
espira nsufficiency are likely to benefit from portable 
oxygen equipment Ihe unreliability of clinical assessment 
of cvanosis aS a measurement ol oxygen Saturation was wel 
demonstrated by Comroe and Botelho We suggest that a 
her more reliable and yet very simple way of deciding 
st nake a direct comparison ‘tween air and oxvgen 
while wearing a portable set The ease of changing the 
cvlinders makes such a “ blind ” test particularly simple to 
Cal 
Exerc ith walkin wr climbing s s, of an intensity 
dj d hat the patient is obliged to stop on account of 
ssness after two minutes breathing air, is selected Be- 
fore ul ssessment the patient is advised that he is only likely 
o get benefit from use of the equipment if he can go at least 
wic s far with oxygen without He is then shown the 
uipment and the type of exercise required, and is instructed to 
d until obliged to stop on account of breathlessness. | 
mportant that the mask should be well fitting and be of the 
breathing type It is also important that the patient 
should be idequately rested before starting exercise ind that, 
if he has much bronchospasm or bronchial secretion, steps 
should be taken to reduce these to minimum before carrying 
out the test At the end of two or more exercise periods, we tell 
he subject which gas the cylinders contained and discuss his 
performance with hin 


This procedure needs only one spare detachable cvlinde: 
in addition to the portable oxygen set. In our experience 
this proves satisfactory both in determining which patients 
benefit and in satisfying those who only do so to an insig- 
nificant extent Nevertheless, the cannot be 
hurried and we therefore recommend that, in the event of 
the sets being issued under the National Health Service, this 

adequate assessments 


procedure 


be arranged through centres where 
can be made.—-We are. etc., 
J. E. Cores 


J. ¢ GILSON 


Action of Senna 


)-year-old boy was seen and found to be suffering 


infection, with a 
the mothe: 


respirator 


n acute pyrexial uppe! 


ild pharyngitis. Because of mild constipation 


was advised to administer small dose (1 ispoonful) of 
senokot a standardized senna preparation After the 

dose the boy helped himself to about 2 oz. (60 g.) of 
the les. Some eight hours after taking the senokot he 
developed red coloration of the urine, very suggestive of 
haematuria, and a toxic, acute nephritis was suspected, 


All physical examinations were 
abnormality othe 


sociated with his pyrexia 
ind the urine did not show an 
The patient was unaffected apart from 
made an uneventful 


! ed colou 


period of diarrhoea, and 
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This case illustrates two facts. Firstly, that senna can 
produce a red coloration of the urine. According to 
Goodman and Gilman,' after the administration of senna 
and rhubarb, chrysophanic acid is excreted by the kidneys, 
an acid urine yellowish-brown 
Secondly, that even i 
than a mild diarrhoea 
recovered without 


and this compound colceurs 
and an alkaline urine reddish-violet 
an overdose no toxic effects other 
seem to have occurred, and the patient 


ill effect.—I am, etc.., 
Slough Deric B. HAWKINS 
REFEREN 
Goodma I and Gilman 4 The Pharmacological Basis of Thera 
peut 1941 Macmillan, New York 


Treatment of Chilblains 
Sik,—The clinical trial of phenoxybenzamine in the treat 
chilblains reported by the South-east Scotland 
ot the College of General Practitioners (Journal 
1957, p. 1521) raises the issue of the best 


[he results with 


ment ol 
Faculty 
December 28. 
treatment of this common winter malady 
phenoxybenzamine appear to be quite impressive. but the 
authors themselves are ready to admit that this treatment 
is not without its difficulties. The frequency of toxic effects 
does distinct drawback when one considers the 
authors’ very valid objection to the use of any toxic drug 
in the treatment of a benign and self-limiting condition. In 
addition, the profusion of drugs and remedies prescribed in 
the past for chilblains makes even the most statistically 
minded person cautious in accepting any new preparation. 
The purpose of this letter is to suggest that the simplest. 


seem a 


least expensive, and most logical approach to the treatment 
of chilblains should be prophylactic rather than curative. In 
my experience chilblains of the hands and feet, and erythro- 
cyanosis of the legs. occur in people whose limbs are in- 
protected and are thus exposed to an unusual 
degree of cold. Exposure to extremes of temperature is an 
added or an even more important factor. for many of these 
patients are prone to sit close to the fire when the oppor- 
tunity arises, just as they are prone to use a hot-water bottle 


adequately 


in bed. The importance of exposure, both to heat and cold. 
accounts for the predominance of young females amongst 
patients with chilblains. Indeed, it must be a rare affliction 
amongst men, except amongst boys who have not yet gradu- 
ated to full-length trousers. Slacks and warm socks, shoes. 
and gloves should be recommended, but the avoidance of 
overheating of the limbs is, I believe, equally important 
Patients should be advised to seek a moderately heated room 
while indoors. They should not sit too close to an open 
fire, and, particularly, they should substitute extra blankets 
on the bed for hot-water bottles. Patients who follow this 
advice have, in my experience, never failed to improve 
quickly and in a most satisfactory way I am. etc.. 
RISTEARD MULCAHY 


Di 


Amnion Implantation in Peripheral Vascular Disease 


Sir.—Mr. H. Dendy Moore reported recently (Journal, 
December 1957, p. 1350) on his experience with amnion 
implantation for peripheral vascular disease in seven cases 
None of them derived any lasting benefit Mr. Ef 
Troensegaard-Hansen, who discovered and introduced this 
(see Journal, August 4, 1956, p. 262). 
Moore’s failure to confirm his own ver 


form of treatment 
commenting on Mr 
favourable results over the past five years, suggested in a 
letter (Journal, January 4, p. 39) that Mr. Moore's poor 
results were due to the fact that his patients were suffering 
from too severe arteriosclerosis (Stage II1) or that less effec 
tive commercial amnion had been used for the implants 
Mr. Troensegaard-Hansen has cperated on seven of my 
patients during the past twelve months, with marked in 


provement in six cases The single failure concerned a 
middle-aged diabetic suffering trom severe claudication anc 
schaemic heart disease whose prognosis (Stage IIl) was 
poor His claudication responded only temporaril\ 

Iwo patients had made very slow progress after a coronary 
infarction, but their cardiac exercise tolerance increased quickly 
ifter a single implant Both were able to return to full-time 
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work and have remained well since. One of them also had 


ild claudication which has now disappeared 


The fourth patient was young girl with severe inherited 
ythrocyanosis crurum which had resisted several previous 
empts at treatment by other means. Her legs to-day (twelve 
ynths after the implant) have practically normal appearance 
id her symptoms (aching, itching, coldness) have disappeared 


Iwo patients, aged 62 and 65, had suffered from severe 
sudication for approximately two years before the implant 
They borderline Stage II II] cases in view of the severity 


of their claudication, although neither of them had any rest 


1in. Both had suffered from cold feet originally, but one later 
d permanently warm left foot following lumbar sympath 
tomy two years ago which, he states, had also temporarily 


claudication, though he had 

mnion-implant Both had 
with striking benefit to their claudication 
2 rds (18 m 


oO 
helped him considerably with his 


elapsed later. which led to the 
mplants early in 1957 
walk up to 20 ya ) before 
comfortably two miles (3.2 
50-60 yards (45-54 m.) on 


several hundred yards over the 


The younger patient could 
and 
The elder man 


ip-gradient, is now able to walk 


he implant now walks km.) 
who walked slight 


gradicnt It is interesting both patients have in th 
y hrombosed main femoral artery 


deep 


from below the 


whilst the worse leg has 


iin femor | irtery ‘ far down s ne 





dductor c¢ importance of co 
ood supply 
The Seve 


date, both of claudication and c 


nth patient also shows marked 


improvement 
rdiac ischaemic symptoms, since 
ration 


cent ope 


My experience with Mr method 
tf amnion implantation leads me to believe that it holds out 


hitherto intract 


[roensegaard-Hansen's 


vreater effective 


able peripheral arterial disease than all previous therapeutic 


promise for treatment ot 
ittempts in the past 50 years.—I am, etc.., 


W. UNGeR-HAMILTON 


Maternal Anaesthetic Deaths 
Sir,—Dr. A. H. Morley in his letter (Journal, 
ber 28, 1543) emphasizes once again the advantages 
of the left lateral obstetric anaesthesia While 
agreeing that this position has advantages when the patient 
regurgitates food, we must not overlook the dangers of giving 


Decem 
1957. p 


position in 


in anaesthetic to a patient with a full stomach. In labour 
the diet should be controlled and, if necessary, the stomach 
emptied before a general anaesthetic is started I would 


like, however, to point out that most forceps deliveries at 
home, and a high percentage in hospital, are outlet forceps 
Most of these can easily be done under local anaesthesia 
By this means the figure of 4°. for home deliveries-could be 
virtually eliminated, and the 84 substantially reduced. | 


strongly recommend Dr. Morley to change to local anaes 
thesia I am, etc 
Dert R. J. M. JAMIESON 
Abuse of E.C.T. 
Sir 1 read with interest the letter by Dr. H. Rassekh 
Journal, December 21, 1957, p. 1493) on the abuse of 
ectro-shock therapy It must be admitted that in the past 


iny cases E.C.T. has been used to “ stun no 


Sy patients 


to submission This type of patient responds much better 
humanitarian methods of handling An example is a 
64-year-old patient who had been hospitalized for 16 years 
Her noisiness had caused many complaints from people 
n I hospital and she had been given E.C.1 
epeatedily to quieten her In the process of implementing 
tne pen-door pe cy the patient Was given th freedom of 
ne hospital rT ds nd nediately became quiet ind 
behaved It is obvious that E.C.T. was wrongl used 
Id t | re th Dr. Rassekt oweve tk 
, I licatior r E.C.1 It 
t I c ep CSS! ¥ vc tor ind 
n I t trea ! 60-yeal ! 
C heart disease and se 
J j p ] t é activil She did 
it } quillize digitalis ind er 
< i ng edema of the legs 
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and ankles, she was given E.C.T. This terminated her manic 
phase and undoubtedly saved her life. She is now free of 
oedema while receiving a normal diet, without digitalis or 
diuretics. 

A final comment is a consideration of the rarely used but 
valuable regressive shock therapy. In this form of treatment 
E.C.T. is given several times daily for ten or more days until 
the patient is so regressed that he is bedridden, does not 


know his name, is doubly incontinent, and is unable to 
swallow This treatment is given to chronic paranoid 
schizophrenics who are completely out of contact. As the 


patient comes out of his regression there is a period when 
contact can be made and the patient is able to respond to a 
good psvchotherapeutic atmosphere If intensive work is 
done with the patients at this time an appreciable percentage 
will respond. In this way I have returned to the community 
a number of patients who would otherwise have had lobo- 
tomies performed or perhaps have remained hospitalized all 
their lives 

It is that 
custodial psychiatry and that modern psychological methods 
It would nevertheless be a great mistake 
am, 


essential a dynamic approach replace the old 
shou!d be adopted 
to discard valuable physical methods of treatment.—I 
etc., 

New York 


M. G 


JACOBY 


Early Separation of Handicapped Children from 


Parents 
Sin.—-Mrs. B. I. Ingall, principal of a private residential 
deat school in her letter (lournal December 28. 1957 


p. 1545) advocates the principles of institutional accommoda- 
children She states that Dr. J]. FE. G 
(Journal, November 30, p. 1304) 
unsupported by evidence 


small deat 
argument 


generalizations 


tion of 
Vincenzi's 


contains many 


But what sort of evidence does Mrs Ingall herself provide, 
and on what basis does she make her categorical state- 
ments For example, she says, “ The late entry children 


are more often more maladjusted than the children who start 
What, precisely, does she mean? What is 
Can she produce statistical evidence to prove 
a higher proportion of maladjustment among 


’ 


school earl 
her evidence 
that there is 
children of late entry than among children of early entry 
Can she provide us with clear-cut evidence, including length 
of previous training, age of children, type of deafness, 
language attainment, etc., in each child? She that 
most cases of maladjustment arise from the child's rela- 
tionship to the home, with deafness a contributory factor 
Precisely how many cases can she quote ? I would say 
that if Mrs. Ingall had provided a single short paper, giving 
an analysis of her cases, and so enabled us to subject it to 
careful scrutiny, it would have been very much more useful 
If one has to provide evidence against residential institu- 
tionalization, all one has to do is to ask some of the older 
children who receive this treatment and see what the answers 
One could line up very many deaf children indeed 
who are or have been in residential schools from an early 
age The misery and unhappiness which they frequently 
report are the best evidence that residential education of dis 
ibled children should be avoided as much as possible lam 
because I am fully aware that 


Says 


will be 


saying “as much as possible 

nm many cases it is not possible, and for this category of 

children there will always be the need for residential 

modation. I think it is high time that categorical statements 

nsupported by should be repudiated.—-I am, etc 
L. Fiscu 


iccom 


evidence 


I j Ww 


Anti-freeze Mixtures 


Sir, 1 notice that your motoring correspondent, Mr. [ain 


Gellatly Journal, January 18, p. 157), suggests that a con 
iderabl economy can be effected by general practitioners 
nd others securing supplies of ethylene glycol from pharma 
ists and preparing their own anti-freeze mixture. I feel 
that a word of warning should be issued for those who are 
bout to contemplate this step, since one very important 
factor has been overlooked in giving this advice. Not only 
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has ethylene glycol a greater searching action than plain 
water, as your correspondent correctly indicates, but it Is 
iso aggressively corrosive. For this reason all the better 
inti-freeze preparations placed on the market contain 


corrosion inhibitors, and, if properly used in a_ well- 
cleaned system, should not only protect the cooling system 
against damage occasioned by freezing but against cor- 
rosion of the variety of metals often encountered in the 
odern automobile engine. This protection will exist for 
the recommended life of the anti-freeze, which should be 
for a period of up to, but not exceeding, 12 months. In 
this Ww corrosion protection can be given to the vehicle 
during the summer period as well as during the winter 
nonths For the home compounder of anti-freeze the 


safest and simplest inhibitor system to employ is the sodium 
benzoate /sodium nitrite system proposed by workers at the 
Chemical Research Laboratories Department of Scientific 


Industrial Research, Teddington Che incorporation 


w/v sodium benzoate and 0.1 w/v sodium nitrite 
the coolant will give adequate corrosion protection for 
iod of up to 12 months, when the coolant should be 


drained, the system flushed thoroughly, and fresh anti-freeze 
l 


solution prepared f it is considered preferable to remove 
the ti-freeze solution at the end of the winter period, re- 
cing with plain water, a similar amount of inhibitor 

1 be incorporated to keep the cooling system clean 

Phe anti-freeze solution should be discarded and not reused 


During the period in which anti-freeze is-in the vehicle all 


pping-up should be with inhibited anti-freeze solution and 
with plain water, since in the majority of cases evapora 
tion is responsible for a relatively small percentage of loss of 
eater proportion being due to expansion and 
ss tre the overflow pipe Topping-up with water only 
the anti-freeze and reduces its effect. Many of your 
lers will perhaps feel that the complications involved are 
ot stified by the economies made, and we would tend to 
ee that a good proprietary benzoate / nitrite inhibited anti 
ec bably the safest purchase.—TI am, etc 
W R. LUSCOMBE. 
\ ( aul Execut 
W 1. B A ¢ itd 
I M , | 2 
. a 
I H. ¢ kK 3 


Surfeit of Medical Papers 


SIR | ve read with interest the letter of Dr. F. O 
Young VJournal, January 11, p. 100), in which he draws 
tention to the difficulties of the individual doctor in cover 
g the present medical literature An even more serious 
difficulty is occurring now, in that libraries and librarians 
re no longer able to ensure that all contributions on 
edical subjects can be kept indexed and therefore avail- 
ible to scientific workers At this time only about 2,000 
edical journals are covered by international indexes, out of 


the 6,000 published As time goes on, this problem will 


become ever more serious as the present indexes are falling 


‘ rear. and must continue to do so, unless either much 
wore effort and money are spent on them or a smaller part 
f the literature is surveyed. It would seem that the time 
has come to make some international attack upon this 
difficult 
It is obvious to any reader of medical literature that much 


is of littke permanent value, although such articles as 
s are of verv definite value at the time of publicatron 
It is also evident that many articles are duplicated and even 
riplicated in the literature, as reports of societies, and so on 


As a tentative approach to the subject, I would suggest that 


international body should agree that only a limited num 
ber of medical journals be indexed, and that the editors of 
these journals should be quite ruthless in the acceptance of 


articles. only publishing those with new material. Other 
journals might continue to publish articles of less import 
ince and of more ephemeral interest This suggestion, of 
course, would not be a complete solution, for it depends 


ipon human judgment, and it will overlook certain contri 
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butions which eventually will become important. None 
the less. it might allow a reasonable survey of the world 
literature to be made, thus saving a great deal of unneces- 
sary work. It might also ensure that many important con- 
tributions are not engulfed in the morass of literature that 
now threatens them. The number of journals allowed to 
each nation, and the inclusion of journals into categories 
of importance, are, of course, thorny problems, but with 
good will the many difficulties could be overcome. I should 
be happy to hear the reaction of clinical and librarian col 


leagues to such suggestions.—I am. etc., 


Glaszow. C.2. ARCHD. L. GOODALL. 


Doctors and Human Survival 
Sir,--The atomic era which is now here promises to put 
vast Knowledge of Nature and power into our hands. But 
our reaction to this power is strange and in many ways 
inconsistent.. As The Times on New Year’s Day said, the 
paradox of human predicament is a deep, almost desperate, 
onging for peace, yoked to an instantaneous preparedness 


for suicidal war 

Wherever one goes it is the same; no one openly expresses 
conscious desire for war, destruction, or aggression, yet, if the H 
bomb and its implications are raised in any conversation ot 


meeting, people express horror: “* But what can we do?” they 
say And the subject is rapidly changed as though it was too 
painful to contemplate. When we read the papers, we find grim 
hings happening: radioactive dust is approaching the danger! 
level for the race, plans are going ahead for rocket bases in Scot- 
land 1¢ intercontinental missile is perfected, H and A bombs 
re carried over our heads, and disarmament conferences result 
n rearmament, though everyone agrees that, if the arms were 
ised, death for both sides would result And we are a Christian 
country and believe in peace and good will to all men. We even 
say we ought to love our enemies (though this part of Christian 
eaching has always been ignored) There is indeed a strange 


nd deep inconsistency here, either a rift between the ordinary 


eople and their leaders or else a split inside ourselves 


Now as physicians we are concerned in the survival of 
our patients, and as human beings we are concerned in our 
own survival and that of our family and of mankind. 
Wonderful achievements have been made by medical science 
during the last fifty vears. The discovery of penicillin and 
the sulpha drugs, the conquest of syphilis and tuberculosis 
ind malaria, the knowledge of blood chemistry and electro- 
physiology of the brain, and the advance of chest surgery. 
to mention only a few. But all these are rendered unimpor- 
tant by a threat to the survival of the whole race. It is 
often said that as doctors we should keep out of politics : 
but where the destruction of all we stand for as physicians 
ind human beings ts involved we are all deeply concerned ; 
the matter is above politics, and we must prevent the death 
of our patients and of our children. The time has surely 
come when we must make our voice heard as a profession 
against rearmament with nuclear weapons. We are an inter- 
national profession Medicine knows no frontiers The 
doctors in all nations are our colleagues and friends. If the 
medical associations and colleges of all nations were but to 
express an opinion in favour of survival, it would have a 
vast effect on the minds of men and might even influence 
the policies of our leaders so that the dreadful vicious circle 
could be broken. Dare we take this step Dare we not 
take it ?—I am, etc.. 


London, W.1 FELIX BROWN 


Royal Hospital for Sick Children, Edinburgh 

Sir.—I have been requested to collect material for a short 
history of the Royal Hospital for Sick Children, Edinburgh, 
to mark the centenary of the hospital, which will be cele 
brated in 1960. If any of vour readers have letters, docu- 
ments, or photographs relating particularly to the earlier 
years of the hospital which they would allow me to utilize, 
I should be most grateful.—TI am. etc 


DouGLAS GUTHRIE 
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Obituary 





CHALLIS, F.F.A.R.C.S 


anaesthetist to the 
Woodford Green on 


» m 8 
Challis, 


died at his 


Dr. John London 
Hospital, 


January 21, 


senior 
home at 
aged 6! 

John Humphrey Thornton Challis 
1896. From the City of London 
Hospital Medical College in 
lieutenant in the 


was called up at the out 


The son of a docto 
was born on November 8, 
School he entered the London 
1913. but in the 
Roval Field Artille (1 A.) he 
break of the world wat throughout as a 
ittaining the rank of captain. When demobi 
medical studies and qualified in 1925 

Almost at once he became 


following vear, being a 


first and served 





esumed his 





interested in anaesthesia 
which was to become his 
life's work He was ap 


pointed resident anaesthetist 
it the London Hospital, and 


in the next few years his 
ability and aptitude became 
evident In 1931 he was 


elected honorary assistant 
anaesthetist His energy 
and application were such 
that, in addition to having 
an extensive private practice 
he found time to serve as 
anaesthetist on the staff of 
! | many other hospitals, in 
? Deda ont cluding the King George V at 
Ilford, the Southend group 
the Roval National Throat 








Nose and Ea the Bearsted Memorial, the Plaistow 
Maternity, the Thorpe Coombe Maternity, the London Lock, 
ind the Jubilee at Woodford In his earlier days he 


pioneered the transition from “rag and bottle” to the more 
idvanced techniques of to-day, and, in particular, introduced 
racheal intubation to all his units. In 1933 John Challis was 


1 member of a surgical team which made an epic flight to 


India at time when air travel was by no means as safe as 
it is to-day and when the weight of equipment that could 
be carried was limited \ visit to America broadened still 
further his outlook, and, while in his own practice he 
favoured. simple techniques perfectly executed, he would 
ilways methods once he had assured himself 


support new 
vf their safety At the Annual Meeting of the B.M.A. in 
1936 he served as vice-president of the Section of Pharma 


cology and Therapeutics, with Anaesthetics 


The second world war saw John Challis back in uniform 

1939, this time as an anaesthetist to a mobile cerebral 
surgical unit Fifteen days after its arrival in France its 
operation area was overrun by the Germans, and there 
followed thre d a half years in prisoner-of-war camps 
where he gave mar inaesthetics in primitive and, at times 
almost barbaric conditions The privations incident to 
his period permanently undermined his health, and all his 
post-war professional activities, carried out with selfless 


background of gradually increas 
never a murmur of complaint 
s known in his home circle and 
his intimates, earned universal admiration for his indomit 


ucy t I were relat d tX 
with 


was always 


le sf ind fortitude, and at times made us all ver 
humble He possessed a delightful quizzical sense of 
h J ind w eloved by all his colleagues, medical, 
iv nd la ik ind no less by all his patients Per 

haps the anaesthetic he liked to give above all others was 
f the operation of caesarean section, and in it he excelled 
Elected F.F.A. R.C.S. in 1948, John Challis was a founder 
-mbe f the cour f the Facult His contributions to 
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medical literature were numerous. He was part author of 
several books, and, as president of the Anaesthetic Section 
of the Royal Society of Medicine in 1947-8. he reviewed 
the teaching of anaesthesia in his address to the Section 

His life was devoted to his work and to his family. In 
his younger days he was an enthusiast for winter sports, and 
all his life he retained his love for horses and for antique 
furniture. With his widow, Dr. Margaret Challis, and three 
daughters we mourn the passing of a true and very gallant 


R.A. B 


D. V. B. writes: Others will write more adequately of the 
character and career of John Challis, but one who was first 
assistant to his department at the London Hospital would 
like to pay tribute to the memory of his chief. There are 
some details of clinical techniques which can only be taught 
by aliowing the student to make his own mistakes, to get 
into deep water, and then extricating him at precisely the 
point of danger to the patient. Nowhere is this more trt 
than in anaesthetics, and no other activity 
the teacher's nerves. It measure of his 
mastery of the technique of general anaesthesia and of the 
equanimity of his temperament that it was at just this type 
of teaching that John Challis excelled and so inspired self 
confidence in his students and junior colleagues The teach 
ing of his specialty was close to his heart, and he made it 
the topic of his presidential address to the section at the 
Royal Society of Medicine. The eves that twinkled above 
the theatre mask reflected a character that never knew 
evoked it in others, but inspired loyalty and affec 
tion At moments of surgical stress he was the perfect 
tranquillizer—devoid of toxicity True virtuosity 
ippears effortless and is seldom flamboyant: such was my 


chief s 


colleague 


e 
IS aS Wearing to 


was a personal 


malice or 


always 


J. J. McARDLE, M.B., B.Ch 


Dr. J. J. McArdle, who turn teacher, 
and hospital medical officer. died at Belfast on January 3 
at the age of 65 

John James McArdle was born at Tullynahinnera, nea 
Castleblayney. Co. Monaghan, and received his 
education at the national school in nearby Laragh and at 
St. Macartan’s seminary. He then went on to St. Patrick's 


was in soldier. 


earl\ 


College, Maynooth. where he had a distinguished career 
gaining first place in all Ireland in English, Irish, and 
mathematics at the first Arts examination After leaving 


college he was a teacher at Roscrea for a time until he 
decided to study medicine Accordingly he entered Uni 
versity College, Dublin, and graduated M.B., B.Ch. from 


the National University of Ireland in 1921, and then held 
the appointment of house-surgeon at St. Vincent's Hospi 
tal, Dublin. A little later he entered the Army Medical 
Corps and served at various places in Ireland, including 
Haulbowline Island, in Cork harbour, and while there was 
elected an honorary member of the Inter-State Postgraduate 
Medical Association of North America for his services to 
American naval personnel. He retired from the Army in 
1929 with the rank of captain, and became medical officer 
ind surgeon at Monaghan County Hospital. His services 
there were appreciated to the full by all who had dealings 
with him, for in addition to his professional skill he inspired 
iffection and and will be greatly missed in the 
particularly by his colleagues 


respect, 


county 


H. I. MAISTER, F.R.C.S.Ed 


Mr. H. I. Maister, senior honorary orthopaedic surgeon 
to the Provincial Hospital, Port Elizabeth, South Africa. 
died at Port Elizabeth on January 4. He was 53 years 
of age 

Hayman Isaac Maister was born at Capetown on 
February 19, 1904, and studied medicine at Guy's Hospital, 
qualifying M.R.C.S., L.R.C.P. in 1927. After qualification 
he held a number of appointments at hospitals in England, 
including St. Olave’s and St. Thomas’s in London. He was 
elected F.R.C.S.Ed. in 1937, and specialized in orthopaedi 
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surgery During the second world war he served in India 
with the R.A.M.C. as an orthopaedic specialist, attaining the 
rank of lieutenant-colonel. After the war he married and 
returned to South Africa, settling at Port Elizabeth, where 
he joined the staff of the Provincial Hospital. He is sur- 
vived by his wife, also a doctor, and two children.—S. G. 


H. O. M. MEREWETHER, O.B.E., F.R.C.S.Ed. 


Mr. H. O. M. Merewether, senior consulting surgeon 
to the hospitals in the South-East Kent Group, died 
suddenly at the Royal Victoria Hospital, Folkestone, on 
January 7. He was 54 years ot age. 

Henry Osborne MacCabe Merewether was born in 
Australia on August 31, 1903, and came of a farming 
family. He was educated at Geelong, Sydney University, 
and at Edinburgh University, where he graduated M.B., 
Ch.B. in 1931. After graduation he became house-surgeon 
to Sir David Wilkie, and, later, senior house-surgeon at 
the Leicester Royal Infirmary. Elected a Fellow of the 
Royal College of Surgeons of Edinburgh in 1936, he entered 
surgical partnership with Mr. H. W. L. Molesworth in 
Folkestone in 1937, and in the following year was appointed 
surgeon to the Royal Victoria Hospital. He joined the 
R.A.M.< as a surgical specialist at the outbreak of the 
second world war in 1939, and served with distinction unt)! 
1945, having become a lieutenant-colonel in charge of a 
surgical division He saw service in Eritrea, Malta, and 
Italy, and was appointed O.B.E. in 1945 for his services 
during the Italian campaign. Just after the end of the war 
he underwent a serious operation, but, in spite of severe 
physical handicap, returned to his work as a surgeon, and 
was actively engaged in consulting practice until a few days 
before his death 

M.H.K.H. writes: Henry Merewether was a good all 
ound surgeon, a skilled operator, and, above all, a kind and 
humane man. Always full of fun, he liked his patients and 
they liked him. He was a part of the hospital and popular 
vith everyone, and we all miss his cheerful voice and ready 


vit. Almost our last memory of Henry is a happy one. He 

gave up his Christmas morning to carve the turkey in his 

ward, attired in a fantastic fancy dress. He was a parti 

cularly good speaker and raconteur Active in his support 
the Folkestone Medical Society, he was in turn its 

secretary, treasurer, and president. and his terms of office 
e remembered as outstandingly successful ones. He leaves 
widow and a daughter, to whom we extend our deepest 
npathy 


J. C. BRASH, M.C., M.D., F.R.C.S.Ed., D.Sc., LL.D 
P.R.S.Ed 
Ihe obituary of Professor J. C. Brash was published in 


the Journal ot January 25 (p. 223) 


Emeritus Professor JAMES RiTcHte writes: No formal 
tuary notice could convey the personal qualities which 
deared Professor Brash to multitudes of students and his 
iny friends He had a well-organized mind stored with 
nowledge, apart from his professional erudition, gained 
ym assiduous reading and his own experience ; and his 
knowledge was at the service of any sincere inquirer He 
iS easy to approach, sympathetic in understanding, wise in 
ounsel, and habitually an impish humour leavened his 
dvice is it did his lectures speeches, or ordinary con- 
versation [he photographic dossier in the anatomy depart 
ent at Edinburgh, which contains a photograph of each 


ndividual who passed through his classes, is an index to 
nterest in his students 
Professor Brash’s profound knowledge of the development 
his science was illustrated in the first Haslam oration, on 
Surgeon Anatomists in the History of Anatomy.” which he 
delivered in Birmingham in 1930. His anatomical knowledge 
caught the public fancy in the Ruxton case, where his skilled 


Il nct 
CCONS 


ruction of dismembered bodies and alignment of a 
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skull with a portrait contributed to the conviction of a 
murderer; but this was for Brash simply an exercise in 
anatomical detection. His research interests lay in other 
directions, particularly in early human embryology and in 
the growth and movements of teeth in the jaws of certain 
mammals. Following a tradition of Edinburgh anatomists 
he had a strong zoological bias, and his beautiful demon- 
strations of the growth of the teeth and bones in rats, made 
by feeding the animals discontinuously on madder and many 
other stains, was based on an accidental discovery made by 
John Belchier over two centuries ago. More remarkable 
was his demonstration that in some mammals the apparent 
forward movement of teeth was due to the deposition of 
fresh dental material at the fore edge coincident with resorp- 
tion at the hind edge. Recently he had made a thorough 
dissection, with striking results, of the uniquely exaggerated 
laryngeal air-sacs of the orang-utan. His firm belief that 
direct personal knowledge of the structure of the body by 
dissection was a basic requirement for sound medical educa- 
tion led him to * bequeath ” his body for anatomical study. 

Professor Brash was much sought after as a lecturer, and 
he fulfilled many engagements in New Zealand, Australia, 
and India on a recent tour round the world with his wife. 
To her we would express our sympathy and to his son and 
daughter, who is on the staff of the Christian Medical Col- 
lege at Ludhiana in the Punjab. 


J. K. writes: The passing of James Couper Brash is a 
sad event for his many friends and for the University of 
Edinburgh, which he served with such distinction as its 
professor of anatomy for twenty-three years, but his loss 
will be deeply felt far beyond the bounds of his native 
Scotland. His great reputation as a teacher and investigator, 
as well as the writer and editor of authoritative textbooks 
in his subject, had literally become world-wide. The fame 
of the Edinburgh school of anatomy goes back a long way 
n the history of medical education, and the great traditions 
which stemmed from the three Monros, John Goodsir, 
William Turner, Daniel Cunningham. and Arthur Robinson, 
who preceded him as occupants of the chair, were safe in the 
hands of James Brash. Like his predecessors, he was master 
of all aspects of his subject, even though in modern times 
anatomical science has expanded to embrace knowledge 
which was not even thought of a generation ago. He did 
more than keep abreast of advances contributed by others, 
however, for his alert mind and passion for investigation 
led him to undertake researches which established new 
knowledge of great practical value to the medical and dental 
professions of his time One had not to work with him 
for long to discover his remarkable capacity for quick and 
accurate observation, his indefatigable industry, and his utter 
loyalty to truth. To watch his sound judgment and the 
speed with which he sifted the wheat from the chaff in 
appraising the theories and contentions of others was an 
education in itself. The amount of hard intellectual work 
of which he was capable in a given time was specially charac- 
teristic of him: it might be reviewing an article or a book, 
assessing the value of a thesis for a higher degree, or. as 
an examiner, reading the scripts.of the candidates in an 
undergraduate examination—in any of these tasks his rapid 
and accurate penetration was the envy of colleagues who 
might, perhaps, match him in conscientiousness but could 
never keep pace with him in the race against time 

He was a great teacher, but he taught those who had the 
good fortune to be his students or the colleagues whom he 
led and inspired a great deal more than anatomy. His great 
humanity and kindliness never failed in word or deed, and 
his delightful thrusts of pawky humour would always en- 
liven and brighten his remarks on some essential though 
sombre subject. The wonderful loyalty of his trust and 
friendship stimulated us to emulate the thoroughness and 
scrupulous care he brought to bear on all his work, and 
unconsciously and inevitably his standards became our own 

He was a keen and skilful follower of those recrea 
tions in which he found relaxation and refreshment during 
his well-earned holidays Nullum quod tetigit non ornavit, 
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and he touched people graciously as well as things. A 
game of golf with him was a delightful experience and some- 
thing to live over again in one’s memory for the sheer fun 
of recalling the incidents he contributed to the game as such 
a doughty and courteous opponent. It is no wonder that 
to-day a countless number of colleagues and former students 
are remembering “Jim ™ Brash with pride, affection, and 
gratitude, and find in what they remember of his friendship 
and example fresh inspiration and courage to play their part 
more worthily in the battle of life. Their sincere sympathy 
goes; out to the gracious lady whose devoted service and 
support meant so much to her husband in everything he did 
and undertook, and also to the son and daughter who so 
worthily carry on. 


PASRICHA, M.B., B.Ch. 


Pasricha was 


223) 


"a 
The obituary of Lieutenant-Colonel C. | 
15 


published in the Journal of January 25 (p 


M.L.A. writes: With the death of Lieutenant-Colonel 
C. L. Pasricha on January 11 India has lost a distinguished 
scientist and a sad gap has been left in the ranks of pioneers 
in tropical medicine Pasricha was perhaps the youngest 
of that group of famous workers of the nineteen thirties 
Chopra, Napier, Acton, Knowles, Smith, and 
Chaudhuri, to mention a few—who consolidated the founda 
tions of the Calcutta School of Tropical Medicine and who 
made some epoch-making discoveries in tropical medicine 
Pasricha’s interests lay mainly in the field of in 
testinal diseases. He was a keen observer and a voluminous 
writer, One can hardly pick up an issue of the Indian 
Medical Gazette of the "30s and “40s without finding one or 
papers by him on bacteriophage, cholera vibrio, or 
epidemic dropsy. He did some very useful work on cholera 
and dysentery, particularly on the chemotherapy of cholera 
in the days when sulphonamide drugs were the fashion for 
every conceivable disease in the tropics. For his contribu- 
tions to medical research he was awarded the Minto Meda 
in 1939 

Colonel Pasricha was a hard taskmaster, but an enthusi- 
astic helper to research workers who consulted him. Most 
of his service was spent in Calcutta, and during the fifteen 
years when he was professor of pathology and bacteriology, 
and, later, director of the School, he gathered around him 
a number of young doctors and science graduates whom he 
trained for laboratory and field investigations into various 
public health problems. For these studies he used to obtain 
financial support from either the Indian Research Fund 
Association (now the Indian Council of Medical Research), 
that failed, from industrial concerns in Bengal or 
Assam. How many times I have attended the annual meet- 
ings of the I.R.F.A. and seen him fight for his research 
assistants and the continuance of the grants for their in- 
quiries: he used to plead their cause so well that almost 
invariably he carried the day. His old pupils will mourn 
the passing away of a valued friend and teacher 

His death is a great loss to the country, for men so well 
equipped and experienced and so well qualified in scientific 
attainments are rare 4 good friend and a wise counsellor, 
he will be sadly missed by his friends and relations He 
leaves behind two daughters. two sons, and a devoted wife 
who helped him in many of his activities. To the bereaved 
family we offer our sincere sympathy and condolence 


Megaw, 


Colonel 


two 


or, i 


M.D., LL.D. F.R.F.P.S 


Perhaps one who was his eightieth house 
allowed to add a personal note to the 
Monro in the Journal of 


Tr. K. MONRO, 


J.D. O. K writes 
physician may be 
tribute paid to Professor T. K 


January 18 (p. 164)? In addition to his renowned library 
Professor Monro had a wide range of interests varying 
from long country walks and fishing to a detailed know- 


ledge of subjects as diverse as locomotive engineering and 


the circu Keenly interested in music and an expert mathe 
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matician, this truly cultured man read his classics in the 
original. When he was 90 and almost blind, long wakeful 
nights had few terrors for one who could recite the plays 
and sonnets of Shakespeare with great feeling. Lavishly 
generous with his time and money, he was an ardent sup- 
porter of the Church of Scotland, the orphan homes at 
Bridge of Weir, the Glasgow Royal Technical College, and 
the Medical and Dental Defence Union of Scotland. 
Professor Monro was extremely conscientious in his 
teaching, which lacked the sparkle of that of some of his 
assistants, but his lectures stood the test of re-reading in 
later years far better than most. He taught best by the 
example of his work. Quite the most remarkable bedside 
diagnostician one has ever been privileged to see in action, 
he had uncanny accuracy in prognosis. “T.K.” had a 
delightfully delicate, dry sense of humour and would some- 
times pull his associates’ legs without their being aware of 
it. Yet he was prepared to listen to the views of the most 
junior member of his staff. In spite of his undemonstrative 
nature, his inherent kindness was quickly appreciated by his 
patients, and his serene equanimity helped many of them 
through illnesses the gravity of which they never realized 
when he was in charge. Perhaps the most striking features 
of this great doctor were his simplicity, true humility, and 
utter integrity. For very many years he had a vast influence 
fur good in Scottish medicine, and a number of 
Glasgow graduates will for ever treasure his memory 


great 


25, page 


We are 


In an obituary notice of Dr. E. A. Thomson (January 
224) it was erroneously stated that he married his cousin 


informed that in fact he married the widow of a cousin 


Medical Notes in Parliament 





MULTIPLE PACKS 


Dr. J. DickSON Mason (Greenock, Lab.) sought, in an 
adjournment debate on January 23, to obtain some 
assurances about the provision of additional multiple packs 
He made it clear that he personally disagreed with the idea 
of multiple packs—it put medicine into a strait-jacket, and 
prevented doctors from varying their treatment according to 
the needs of the patient. It was merely a mechanism adopted 
by the Government to alleviate hardship arising from the 
charge of Is. per item instead of Is. per form imposed on 
prescriptions in November, 1956. Since the debate on the 
new regulations at the time, in which the House was told 
that further suggestions about multiple packs would be 
considered, one new pack had been adopted, and that was 
concerned with the treatment of boils and carbuncles. It 
was legitimate to complain about this long delay. He asked 
in particular for information about multiple packs for 
diabetic, tuberculous, colostomy, and cardiac patients ; in 
all these categories there was the common factor of chronic 
sickness which could reach a state of stabilization, so that 
it might be administratively possible to prescribe for long 
periods or for a number of commodities collectively at one 
time. He suggested also two possible alternative methods 
It might be possible for the health departments to permit 
doctors to prescribe multiple packs from lists of variants, 
which the patient could take to the chemist. Secondly, a 
doctor might certify that a patient was chronically sick and 
would be on a certain regime of medicine and materials for 
two or three months, and on this certificate the Health 
Service executive council could issue a registration card 
to the patient which would make him liable only to the Is 
charge on the prescriptions regularly given by the doctor 
If there was difficulty in getting the profession, through the 
B.M.A., to agree on a way out of the difficulty, which was 
understandable, the departments should suggest other solu 
tions which might find acceptance 
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B.M.A.’s Disappointment 

Mr. J. Nixon Browne, Under Secretary, Scottish Office, 
said that since the charge was introduced the health 
departments, with the assistance of the B.M.A., had been 
trving to devise further packs. The only one they had been 
able to devise that would seem likely to benefit a sufficient 
number of patients to make its production useful was a 
larger pack of dressings for general use. 

The manufacturers were now considering production 
irrangements, and it was hoped that it would be in chemists’ 
shops in 8 to I2 weeks’ time They were disappointed 
that it had not been found possible to devise new packs 
for the patients Dr. Mabon had mentioned, and the B.M.A., 
which had originally suggested the possibility of further 
packs for colostomy, diabetic, and tuberculosis patients, 
shared the disappointment The main difficulty was the 
varied needs of different patients. Before a pack could be 
usefully manufactured it must be established that the stan- 
dard contents would be suitable for a reasonably large 
number of patients. The patient would much rather have 
the items he needed separately prescribed than be given 
standard pack which did not really meet his needs. A 
special dressings pack for colostomy patients had been con 
sidered, but the types of dressings required did not fall into 
one pattern on which a useful pack could be based They 
had tried to devise for diabetics a pack containing insulin, 
wool, and so on, but the fundamental difficulties were that 


nsulin had to be stored in proper conditions, and that 
patients had widely varying needs for different types and 
strengths of insulin For tuberculosis patients the possi 
bility of a pack containing quantities of anti-tuberculosis 
drugs had been examined, but again there did not seem to 
be a sufficiently common requirement on which to construc 


ck that would be a practical proposition. So far, a pack 
cardiac patients had not been considered. The Health 
Ministers and the B.M.A. would be only too willing to 


sider any suggestions for further packs 


Double Death Duty 
| Double Death Duties Bill, introduced by Mr. W 


TEELING (Brighton, Pavilion, Con.) to alter the law unde 
which the estates of couples killed as a result of the same 
ecident may become liable to death duty twice* was given a 
cond reading on January 24. Mr. J. E. S. Simon, Financial 
Secret to the Treasury, stated that the Chancellor of the 
Exchequer intended to deal with the matter in the next 
I ce Bill M TEELING declined the suggestion that 
hese circumstances he should withdraw his Bill. preferring 
how the Chancellor proposed to deal with it before 


ng decision 


Publication of Scientific News 
When Mr. R. A. BUTLER told the Commons (on Jam 
21) that technical details of the thermonuclear research 
the Zeta reactor at Harwell were to be published, Mr. R 
Mason (Barnsley, Lab.) objected to this being done through 


e press, in driblets, and in detail in the scientific magazine 
\ The experiments were of such significance that 
there should be a statement to the House by a Minister 


Mr. BuTLer disagreed It was much better that highly 
scienufic information should be published, as on a previous 
ccasion, in a scientific journal We may then be satisfied 
bout its accuracy, and about those who understand it 
publishing it. I think that is the better way,” he said 


Artificial Insemination 


There were three questions on January 23 about artificial 


nsemination Mr. D. LLEWELLYN (Cardiff. North, Con.) 
isked the Prime Minister if he would recommend a Royal 
Commission to examine the moral, legal, and other prob- 
lems arising out of the medical practice of artificial insemi 
nation Mr. R 4. Butter, Home Secretary, who replied, 


*See British Medical Journal, 1957, 2, 888 
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said he appreciated the importance of this question and was 
considering all its aspects, but he was not yet in a position 
to make a statment. This answer also served for the other 
two, in which Mr. J. PARKER (Dagenham, Lab.) and Mr. J 
GRIMOND (Orkney and Shetland, Lib.) asked for inquiry by 
select committee or other means to clarify the legal position. 


Radioactive Fall-out 

Mrs. Joyce BUTLER (Wood Green, Lab.) asked the Prime 
Minister, in view of recent evidence which she had sent him 
about the danger to health from radioactive fall-out, to 
suspend further hydrogen bomb tests. Mr. BUTLER, who 
replied, said “ No.” He was advised that the figures in the 
cutting sent to him were estimates made during the United 
States congressional hearings last July of levels of stron- 
tium-90 in human bone which might be reached in the 
United States if bomb tests were continued for a number of 
years. Even if these levels were eventually reached they 
would not be more than a small fraction of the level of 
100 units which the reports of the Medical Research Council 
and of the United States Academy of Sciences regarded as 
the maximum permissible level for the population as a 
whole. Mrs. BUTLER referred to a report in the Lancet, 
which she said indicated that 10 units might be extremely 
dangerous from the point of view of skeletal concentration 
In view of this, and of the fact that there was no threshold 
below which there was no genetic damage by man-made 
radiation, was it not imperative that the Government should 
seek to protect the health of the people by abandoning 
further tests? Mr. BUTLER told her that any extra evidence 
the Government obtained would be closely studied by the 
Medical Research Council, in consunction with the report 
prepared by the United Nations’ scientific committee on 
radiation. He could not anticipate the report, but as far 
as he could see the general trend of the evidence was in 
line with the conclusions in the M.R.C. report. Dr. EpitH 
SUMMERSKILL (Warrington, Lab.) pointed out that the report 
said that if tests continued “at the present rate ’—which 
was before 1956—-there would be a danger to the health of 
some now living. Since the report tests had increased 
Mr. BUTLER said it was the case that there was a level of 
danger, but the level had not vet been reached which the 
M.R.C. regarded as dangerous 

Mr. R. Mason (Barnsley. Lab.) asked to what extent the 
M.R.C. had monitored the fall-out, to what extent they had 
found that radioactivity was falling along a defined global 
track, and what was the relative position of this country 
to that track Mr. BUTLER stated that monitoring by the 
Atomic Energy Authority had not shown conclusively that 
radioactivity was falling along a defined global track, though 
there were indications that fall-out was somewhat heavie! 
in the northern than in the southern hemisphere. Measure 
ments of the fall-out in the United Kingdom and in various 
parts of the world were given in the report by the Atomic 
Energy Research Establishment. Harwell, entitled 7/r 
World-wide De position of Lone-lived Fission Products from 


Nuclear Test Explosions 


Mental Health Report 


Mr. N. Dopps (Erith and Crayford, Lab.) on January 24 
asked the Minister of Health which of the main recom 
mendations by the Royal Commission on Mental Illness and 
Mental Deficiency could be implemented by administrative 
action ; and which of them would require legislation. Mr 
D. WaLKER-SMITH said he was advised that present powers 
permitted the implementation, wholly or in part, of the 
following recommendations: Part IV, Recommendations 6. 
25; Part V, Recommendations 1-4, 6, 911, 13-14, 15 
(except the recommendation for a special capital grant): 
Part VI, Recommendation 9; and Part VIII, Recommenda- 
tion 3 The commission's other main recommendations 


would require legislation, 


Plutonium Poisoning 
Mr. Roy Mason (Barnsley, Lab.) asked the Minister ot 


Health on January 27 what special arrangements had been 
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vade for the hospitals in the southern counties to be pre 
pared to deal with patients suffering from plutonium poison 
ng: to what extent research has been conducted in special- 
zed treatment; and if all the hospitals were adequately 
equipped with the necessary medical supplies to deal with 

ch an emergency 

Mr. RicHARD THOMPSON, the Parliamentary Secretary, told 

m that hospitals generally were equipped to deal with the 
toxic effects of exposure to ionizing radiations in the light 
of present knowledge Research into the effects of such 
exposure from both internal and external sources was being 
actively pursued by the Medical Research Council's radio 
biological research unit at Harwell and in other places in this 
He knew of no reason to make special 
with cases of plutonium potsoning in 


country and abroad 
angements to dea 


the southern counties 


Senior Registrars 


Mir. KENNETH ROBINSON (St. Pancras, North, Lab.) wanted 
know what conclusions had been reached with regard to 


the future of senior registrars who had completed four years’ 








service in the grade Mr. THOMPSON replied that the prob 
em was to be further discussed with the Joint Consultants 
Committee on February 11 
P iatric R During the year 1956-7 the Medic 
R h Counc xpended £58,000 from Exchequer funds on 
[ chiatric researcn nd further sum estimated £25,000 w 
pent within the National Health Service 
Vu ‘ In the 12 months ended November 30, 1957, abou 
XX) persons were ad ted to the nursing profession by registr: 
olmen vi General Nursing Council The 
er of those who gave up nursing in Ut period on ma LC 
easons W ot known 
TY . > >. | 
. . -_ . 
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UNIVERSITY OF ABERDEEN 
\ Graduation ceremony held on December I1, 195 


following degrees were conferred 


M.D.—D. Emslie-Smith (with h rs) and ¢ 1. Philips and A 
| > Mien eale dation), A. M. Semmence and D. Sit S 
, ‘ 
M.B.. Cu.B.—Violet T. Addis A. C. Denh G. R. Har IR 
M > he Rothnie 


UNIVERSITY OF DUBLIN 


SCHOOL OF PHuys! TRINITY COLLEGE 
| following degrees were conferred on December 11, 1957 
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M.B B.C B.A Mar K Bayne S. B IK B 
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In ( ‘ Dec $4, 1987 following d 
A ! | 
M.f B.S rN. A R. ¢ » AS I. D I 
I WwW \. R t H. R I R G. R 
. 1sR 
l IVERSITY OF LONDON 
In Novem 1957, the degree of Ph.D. in the Faculty of M 
was d D. McK. Moulden and Sylvia P: 
Professor L. S. Penrose, F.R.S been appointed repr 
f { ity Ke nth International Cong 
G d in Mont | fre August 20 to 27, 19 
I followir e been d chers of the | 
ntl i indi diny ntheses: Sr. Ge H 
VU 5 ) Dr. | H Allen (Radiology) Unive ( 
Hos Ved School, Lord Amulree (Medicine (Geriatrics) } 
P iduate Medical Sci of London, Dr. A. J. W. Beard d 


Dr. H. Woodfield-Davies (Anaesthetics); Dr. P. Hugh-Jones 
(Medicine); and Mr. P. G. ¢ Martin and Mr. A. K. Monre 
(Surgery). London Hospital Medical Colleg Mr. J. V. ¢ Niord 
( Neurosurgery) Institute of Cancer Research, Dr. N. fF. ¢ 

Gowring (Pathology). St. Mary's Hospital Medical Scho: D 
R. H. Heptinstall (Pathology). St. Thomas's Hospital Medi 

School, Dr. J. D. Laycock (Anaesthetics) Institute of Dent 
Surgery, Dr. R. R. Stephens (Dental Surgery) 


UNIVERSITY OF WALES 
At a Congregation held on December 21, 1957, the following 
degrees were conferred 
M.B.. B.Cu D. P. Birkett, Elizabeth J. Bowen, J. R. Condon, G. |! 
Da Ber H. Evar Elizabeth J. Evans. G. R. I Evans, Audrey R. ¢ 
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Vital Statistics 





England and Wales in 1957 


Che birth rate was the highest since 1949, and the infant 
mortality rate the lowest ever recorded, in England and 
ording to provisional figures issued by 
the Registrar-General (Weekly Return No. 3, 1958) The 
‘ 799 O59 


umber of live births registered was giving a rate ol 


16.1 per thousand population as compared with 15.6 in the 


previous yc and 16.7 in 1949 [he infant mortalit rate 
23.0 per thousand live births, which was 0.7 lower than 
1956 the number of deaths registered was 514,946 
ivi e of 11.5 per thousand po tion. This was 0.2 
low the es f 1956 and 1955 | 0.2 above tl ite 
or 1954. The stillbirth e at 22.4 per th ind to live 
d { S 1S¢ I lowest I tc et corded 
England and Wales in Fourth Quarter, 1957 

The birth in the December quarter was the highest 
I d d W 1948 The 173,961 live births 
Stered gave te of | 4 per thousand population The 
t t 418 was 1.1 above the te for the 
t hq er 19S¢ Ih eneral death rate of 13.4 pe 
| d | was the highest f iny Decembe 
q } vhen it was 14.3 the corresponding 
gq IS d 55 tl ite Vere 1.3 and 11.1 The 
h ( 11 thousand e and stillbirth vas 1.1 

\ I he il he fou h Gg I 6 

Week Ending January 18 

he | gest es in the otifications of infectious diseases 


during the week ending January 18 in England and Wales 





vere 178 f leve tron SO] to 679, and 9 [or 
a A te I 0 $74 iO 671 t 1 | est I Is vv \ $53 {or 
easle ( ? 888 2.435, 233 fe cute pneumonia, from 
1,292 to 1,059 d 18 for whooping-cough, from 460 to 442 
Th est d es in the incic e of measles were 112 
G hire, from 417 305 (Swansea C.B. 199 
64 Herttordsh fré 127 to 63: 62 in Derbyshire 
131 to 69 Ch b ( fications of scarlet 
fever rose h lost areas the « € est 
\ \ » >) | \ st v fron +5 IS 4 \ to ST dic 
cases throughout the count On sm changes were 
€ di he local trends of whooping-cough. 2 cases of 
d ' h he VC . t ne ] de } » | we tI ne I eced 
week \ n th 1b f notifications of acute 
p If] I ‘ » \ yrded ' TOS .. LOTS dD I i the no 
1d ad C he tifications OSC Oo 64 to 87 
he h c from 75 to 101 
4 of the 7 cases of paratyphoid fever were notified in 


Buckinghamshire, Buckingham R.D. Both cases of typhoid 
ver were tified in Northumberland, Alnwick R.D 


Che notifications of acute pol elitis numbered 31, and 
these cases were 6 fewer for pa ilytic and 1 more for non 
paralytic cases than in the preceding week The largest 
eturns were Buckinghamshire 4 (Wolverton U.D. 2) and 





Derbyshire 4 (Chesterfield R.D. 2) 

Ihe largest increases in the number of notifications of 
dysentery were 37 in Lancashire, 35 in Yorkshire North 
Riding, and 31 in Middlesex The largest centres of infec- 
tion during the week were Lancashire 206 (Oldham C.B. 79, 
Manchester C.B. 33, Liverpool C.B. 23, Eccles M.B. 13, 
Royton U.D. 10), London 135 (Hammersmith 35, Isling- 
ton 22, Holborn 21, Chelsea 15), Yorkshire West Riding 80 
(Sheffield C.B. 39), Middlesex 44 (Willesden M.B. 21), York- 
shire North Riding 37 (Easingwold R.D. 34), Durham 33, 


+ 


and Northumberland 22 (Newcastle upon Tyne C.B. 12). 
The largest outbreak of food-poisoning during the week 
was 41 cases in Yorkshire East Riding, Haltemprice U.D 
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Graphs of Infectious Diseases INFECTIOUS DISEASES AND VITAL STATISTICS 
































! iphs below show the uncorrected numbers ol cases Summary fi British Isles for week ending January {] 
deaths for influe ) of certain diseases notified weekly in No. 2) and corresponding week 1957 
| d and Wales (great towns for influenza) Highe i 1OW 
I i : 
ul vest I s ep ed in each week during the c ' a Ww i ' 1). Lond id 
18—S¢ nfl 1. 1952-6) are shown thus - . he ‘ Sc 1, the 10 principa N 
\ I 
Rt ; Except tor the curves she . rifiat 
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Medical News 





Cha 


PERRY 





ir of Materia Medica, Edinburgh—Dr. W. L. M 
has been appointed to the Chair of Materia Medica 
University Professor J. H. GappuM, F.R.S 


Dr. Pe \ cceed on September 30, is leaving 
ec ve director of the Agricultural Research 

s Institute of Animal Physiology at Cambridge (see 
Nove >», 1957, p. 1062) Dr. Pert who is 

| dep t ent of biological standards at 





the N | € Medi R h He graduated 
~ | VB ( B t Sl And vs University in 1943 proceedin 
M.D 48 His main publications have been on the 
) the t c nervous system, though he 
hnical pects ol drug standardiza 
L att y Dr. Perry is been concerned with the safety 
ind the poliomyelitis vaccine used In 
Brit His s s d ( of the department ¢ 
iC s dare h N i Institut will be D 
D. G. EVANS 
Retirement of Sir Stanley Davidson.—The court of Ed 
gh Univ t nees that S STANLEY DAVIDSON 
¢ he chair of medicine the end of March 
| He w have held the chair f 20 Sir Stanley w 
» 64 
Bloomsbury Coffee Pot.——On Jan 28 the Bloomsbu 
( P d It I hird of these clul 
r l d Tt l € f 
‘ | | I the ch 
h ott S 1d s: th 
Cu { tne | esel t a d v in 
Membershiy f the Bloomsbu 
( ee Pot will be restricted to betwe S00 nd 400 pe 
d 30, with the sexes ‘ or less equal nun 
S The ual subscript I ibout £2 The club will 
et week n Tuesday event the Y.W.C.A. Centra 
Club, Great Russell Street ndon, W.C.1 There is als 
= \ | d | h 7 x { . t 
om h ) d th Sc ( i¢ Px C h 
orOvV S I I na th clubs be 
ined t ¢ N zz Pot C 
108, Bak St l ak W 
New Journals. —|! new h 
- } Vl 
] } D S10 f Biol sciences 
CI [ l ed dn 
d | l of tl h I 
, elds kk 
d s vy hypotl te 
( ] | 1 sketches d 
| < s Ih « > DD ] In 
(} 1) S oO. W I Ind I S It avis¢ 
d S H D4 O.M r 
1D) (j } “ \ , ; rl 1 th 
| ( Pp ( | | S 
0. | R | ( W 
B U.S.A I. B 
( P hia, | hed D 
f ( R h 
a 4 
a t ul 
} 
( ( ( ne 
d il C led Ihe ed chief 1 
D I sS A.B I Sc (Rochester), and th 1d VISOI poard 
cludes M A. LAWRENCE ABEL, Dr. CUTHBE! DUKES 
> at ind Mr. W. B. Gasriet. The agents in Britain are the 
Pitt Medical Publishing Company, 45, New Oxford 
Street, London, W.C.1, and the annual subscription, includ- 
—_ 
1g postage, is 4 The American Journal of Cardiology, 


will appear monthl is stated to be the official 
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journal of the American College of Cardiology. The editor- 
in-chief is Dr. Simon Dack, of New York, and among the 
editorial consultants is Dr. PAUL Woop. This journal aims 
to be “a teaching journal, dedicated to practising clinicians 
and cardiologists.” The foreign annual subscription rate is 
$15, and the publishers are the American Journal of Cardio- 
logy, Inc., 11, East 36th Street, New York, 16. Journal of 
Ultrastructure Research is edited by Drs. F. S. SJOSTRAND 
and A. ENGsTROM, both of the Karolinska Institute, Stock- 
holm, and is published by the Academic Press Inc., 111, 
Fifth Avenue, New York, 3. It is a quarterly and the annual 
subscription is $15 Ihe first issue contains seven original 
articles of which two are in French. Among the editorial 
board are Dr. V. E. Cosstett, Dr. H. E. HUxiey, and 
Professor J. T. RANDALL, F.R.S 


M.R.C.0.G. At a meeting of the council of the Royal 
College of Obstetricians and Gynaecologists on January 25 


the following were elected members 


V. Balachandran, B. Banerji, S. K. Basu, F. X. Bencini, 
QO. Bolitho, R. T. Booth, C. A, Braga, A. F. Bushby, A. S. F. 
Butcher, D. P. D F. J. De Maria, R. E. ff. Devitt, P. H 
Drake, I. M. Duthie, M. G. Eldridge, D. V. 1, Fairweather, F. G 
| n in N K. Ghose P R G. Gordon, H M Gough J I 
Hanington, G. H. Harris, J. C. Hartgill, C, H. Hodge, H. I 
Hughes, T. Ro Hun A. H. John, S. Khanna, H. Kramer 
D. K. C. Kwan D J. Mackay P. ¢ Mackay S \ Martyn 
G. G. Matthews, R. J. Mitehell, A. K. Mukherjee, J. M. North 
J. North, O. K. Ogan, W. H. Patterson, P. A. Rachow, K 
Sankari, B. Shieff, M. K. Si, M. L. Smith. I. H. F. Swain 
M. A. T. Tolley, R. D. Upton, B. C. Uys, A. J. Van Amerongen, 
J. A. Verzin, D. W. Warrell, J. Willock 


Royal Microscopical Society—Mr. JoHN BUNyAN, L.D.S 
R.C.S., of St. Mary’s Hospital Medical School, Paddington, 
was elected president at the society’s recent annual meeting 


He is the society's iftieth p esident The society was 
founded in 1839 and granted a Royal Charter in 1866 


North of England Obstetrical and Gynaecological Society. 


The society’s annual meeting was held in Manchester on 
January 17 [he following officers were elected for 1958 
President, Dr. } A. Gerrard; vice-presidents, Miss M 


Evans (Manchester), Mr. C. J. K. Hamilton (Liverpool) 
M G W Theobald (Leeds), Professor ( S. Russell 
(Sheffield), and M F. J. Burke (Newcastle); hon. treasurer, 
Mr. C. H. Walsh; hon. general secretary, Miss E. Mills 
ind m. reportil ecretary, Miss U. M. Lister 


nd 


Dr. P. J. Delaney.—The etirement of D Poa 


DELANEY m the medical secretaryship of the Irish 


Medica Associ ( will be noted with regret by his man 
friends in Brit He did much to foster good will between 
c s of th dical profession in the two countries 
COMING EVENTS 
Liverpool University Medical Students’ Society.—The 
I | A 5 ! Pp st nd Pp esel t a en be » ol the society 
will be held t the Mecc Sefton House, Liverpool. o 
Rebri ( Tickets (25s.) may be obtained from the 
etary Medical School, University 
| 
Contraceptive Technique.— Mrs. Marir Stopes, D.Sc.. w 
ect d st I n contraception at the 
Motl ( ( O8. Whitfield Street, London, W.1, on 
Fe ( t 2.30 p.n No fee, but tickets should be 


Royal Medico-Psychological Association.—C se. of 
lect t the Royal Society of Medicine, February 10 and 
Further particulars and tickets from the association 


11. Chandos Street. London. W.1 


International Diabetes Federation.—Third Congress of the 
{ nal Diabetes Federation, Diisseldorf, July 21-25, 
1958 Details from the congress office, Il Medizinische 
Klinik der Medizinischen Akademie, 5, Moorenstrasse. 
Diisseldorf, 
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International Congress of Physiological Sciences.— | he 
st ce css siolog 1d pharmacology) will be held 
B sA \ st 9-15, 1959, under the presidency of 
Protes BERNARDO A. HOUSSA Further details from the 
Buenos Aires Argentina 
International Congress ol Photofluorography.— | hird 
t cK $s \ t 20-23, n Stockh 

re S tf Photofl ri il 

C t I Unio t rub 

D t. Post-be 


Sixth International Congresses on Tropical Medicine and 
Malaria.—Sept ¢ } 58 Lisb Details f 
Institu le Medic | vical, | 
D 
International Society of Hematology.—Seventh ¢ res 
s 7-13 Ro P ir 
R.E. syste Deta 
I fi di P Medic 
P { R 
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it would be rash to conciude that improvement of their diet 
145 *) 
Any Questions. 
d 


including the provision of vitamins, might not sometimes 
improve hearing and memory. Nutritional 
—- to play only a minor role, if any, in the causation of bald- 
ness 


93 








factors appear 


Road-layers and “ Tar” 
‘ ere f It reeretted 
. that it possible t ppl ; 


; Q.—Wahat industrial hazard do asphalt, tar, etc., con- 

c lé ( up] \ rnsv rs r i Gues } . ° A 
, stitute for road-layers What is “ pitchmastic”’ and why 

. , 
. s it regarded as a particular hazard for those with chest 
} Intravencus Fructose Therapy ym plaints 
j ; ? } ty fra ou iy fOS¢ +1 : . 
Q.—D eve ! . — A.—-Road-layers handle a variety of materials popular] 
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, " re j ‘ pry 7 ‘i as +e i¢ fi o - ‘ “ey . » - . . } ‘ 7 . 
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fy ” tahy in ; lire fi B . P , . , ; 
' , . pitch, and tar. Spread of these materials lreque 
‘ . % (epe dent : ecere / lone hot at tempec 
rT nin preferen fo fructo 


peratures around 300° F. (148.8 














C.). Dense 
int fumes are evolved, but many people like their aron 
( = 8 tic odour. Indeed these fumes have ng been esteemed as 
| —— ctose evu etabc wa nun eflicacious in the treatment ¢ whooping-cougt Bitumen 
. dependent e act iy b tive of the group. It is the ba 
itic the ance cury ite egate, con ng 8 to 15 I 
’ yject. | { \ isam drocarbons, and the volatile pr« 
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ae , t British Stanc 150 48 This specifies 
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’ ve is sadl sted us or offensive yersons employed 
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49. | ' that Visiting Small Children 
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NOTES AND COMMENTS 


Inheritance of Congenital Pyloric Stenosis.—Professor T, 
McKeown (Birmingham) writes: I believe your discussion of the 
f renital pvlor tenosis (January 11, p. 117) 

Any Questions?” It 

as recovered from 

child, the risk for 

inly, increased.” So 

st that the risk is 


children affected 
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